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lidande, belastning pa sjukvard samt samhallskostnader, t.ex. kroniska infektioner, hjartkarlsjukdom, diabetes och 6vriga
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av aldrandets sjukdomar. Vid Lund och Uppsala universitet lanseras nu ett gemensamt forskningsprogram som syftar till att utveckla
den epidemiologiska forskningen och de infrastrukturer som stodjer denna, baserat pa ett flertal mycket stora och vardefulla
befolkningsstudier med tillhérande biobanker for blodprover och genetiskt material (DNA). Tillsammans har de tva svenska
universiteten en imponerande potential for att forverkliga forskningsplanerna. Dessa kan delas in i tre huvudomraden, vilka alla ryms
inom EpiHalsa organisationen.

For det forsta vill vi utveckla s.k. basal och translationell epidemiologi. Denna syftar till en 6kad forstaelse for bakgrund och
mekanismer bakom utveckling av de stora folksjukdomarna, vilket kan sdkas i samspelet mellan biologiska, psykosociala samt
livsstilsmassiga faktorer. Av sarskilt intresse ar att studera samverkan (interaktion) mellan sjukdomsassocierade gener samt
omgivningsmiljo, liksom samspel mellan olika typer av gener. Denna grundlaggande sjukdomsforstaelse (systemmedicin) underlattas
av tillgang pa stora befolkningsmaterial med biobanker som kan foljas under lang tid. Nasta steg blir att applicera denna kunskap pa
kliniska sammanhang (translationell forskning) for att t.ex. underlatta riskbedémningar och utveckling av nya lakemedel. For det
andra avser vi att bygga upp stédjande forskningsstrukturer for att vidareutveckla register, biobanker, tekniska funktioner och
avancerade IT-baserade analyser (bioinformatik, biostatistik), dels mellan svenska universitet och forskningsinstitut, men dels aven
med internationella motsvarigheter inom EU, USA och i vissa utvecklingsléander, t.ex. avseende infektionssjukdomar. For det tredje
vill vi utveckla och anvanda insamlade data och registerinformation till att beframja tillampad epidemiologi. Detta handlar om att
kunna félja trender i befolkningen for halsa och sjukdom samt riskfaktorer, men dven for att aterféra kunskap fran olika
patientdataregister som finns samlade om vardkvalitet och kostnader till sjukvarden och dess planerare. Unika aspekter pa EpiHalsa
ar tillgangen till data fran stora primarvardsbaserade register under uppbyggnad. Till detta kommer en avancerad forskning inom
infektionsomradet (bl.a. fagelinfluensa) samt antbiotikaresistens i det nationella natverket STRAMA som leds av lakare knutna till
programmet.

Av storsta betydelse ar att kunna samverka med néringslivet och det omgivande samhaéllet. Vi har redan en rad sddana kontakter,
men avser att utveckla dessa ytterligare. Exempel pa kommersiell nytta av projektet ar t.ex. uppbyggnad av 6vervakningssystem for
att folja effekten av vissa vaccinationsprogram som erbjudes tillverkarféretagen. Ett annat exempel &r framtagning av diagnostiska
laboratoriemetoder for att kunna forutsaga risk for insjuknande i vissa kroniska sjukdomar, baserat pa information fran biomarkorer i
blodet och vissa genetiska markdérer. Samhallsnyttan i vart projekt illustreras bl.a. genom samverkan med det Medicinska
Fodelseregistret pa Socialstyrelsen, dar information om missbildningar bland nyfédda konstant uppdateras och kan sattas i samband
med intag av vissa lakemedel. Ett ekonomiskt forskningsstéd till EpiHalsa kommer att initialt bidra till att bygga upp organisationen
samt underlatta publicering av resultat, dar fynd i material vid det ena universitetet dels kan slas ihop med motsvarande fran det
andra, men aven kunna anvandas som kontrollmaterial (korsvalidering). Var avsikt pa sikt ar dock att planera for en stor, nationell
screeningstudie avseende hélsa och sjukdom hos medelalders och &ldre personer, med en betydande finansiering for att genomfora
i storleken 300.000 individer.

Sammanfattningsvis innebar EpiHalsa en unik satsning baserad pa datainsamling sedan mer an 30 &r i stora befolkningsstudier men
med siktet installt pa framtiden. Inget annat svenskt initiativ kan samla en motsvarande kompetens och material som omspanner hela
den epidemiologiska skalan fran biobanker/befolkningsstudier éver avancerad infrastruktur till patientregister. Vara internationella
samarbetspartners innebar ett berikande utbyte med bl.a. Stanford University och Broad Institute i USA, samt med en rad natverk
inom EU (EPIC, BBMRI, DECODE).
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Executive Summary

Epidemiology for Health (EpiHealth)

1. Executive summary

The Lund (LU) and Uppsaa (UU) Universities have joined forces to present a research
initiative for establishing excellence in open-access research in basic epidemiology, as well as
in clinical and applied trandlational epidemiology. We will build upon shared existing
competence to exploit epidemiologic infrastructures, such as national health quality registers,
population-based cohorts and biobanks, high-throughput genotyping, biostatistics and
bioinformatics, but also contribute to building new national and international infrastructures
and resources. The bold ambition is that our two universities together should be able to play a
leading role in cutting-edge epidemiological research, both on a national and international
arena. Proof of this ambition has aready become visible via a number of excellent
publications from both universities during recent years in the most high-ranking international
medical journals. This has been possible as both universities have experience of how to
scientifically exploit well established data sets and biobanks since more than thirty years,
adding annually updated national register information, as well as new information from basic
science into our translational research on genetics and biomarkers. Epidemiology is, however,
not only a research tool used by other disciplines, but aso a scientific areain itself. It has its
own research agenda and need of development in infrastructures, methodologies and
biostatistics, e.g. in analysing gene-environmental (including epigenetic) or gene-gene
interactions in the etiology of chronic disease (systems medicine) in a life course perspective.
Therefore we will create a new platform for epidemiology in 2010, linking the three
university hospitals in Lund (LU), Mamé (LU) and Uppsala (UU) and more than one
hundred researchers and experts in biostatistics and bioinformatics. Our strategic vision is to
provide new knowledge in EpiHealth to be able to dissect, understand and prevent some of
the most important chronic diseases in our ageing population. We will aso plan for
contributions that make a difference for control and understanding of infectious diseases that
could induce pandemias and wide spread antibiotic resistance, for improved globa health.
EpiHealth will become aleading programme and a responsibility for the two universities.

Aims of the research collaboration

The Lund and Uppsala initiative “Epidemiology for Health” (EpiHealth) is bringing together
innovative and high quality epidemiological research groups for a goal-oriented and focused
strategy. This is in order to further develop and implement new scientific tools for an
epidemiological approach to achieve an improved control of infectious and chronic diseases
of major public health concern, in particular cardiovascular diseases (CVD), cancer, diabetes,
and osteoporosis. EpiHealth is organised in three maor focus areas, as outlined below:

1) Basic science epidemiology. This trandational approach will exploit and further develop
the advanced molecular tools and development of new biomarkers that are today at the
epidemiologists” disposal for a state-of-the art approach towards a full understanding of the
gene-environment interactions that form the basis of the etiology of chronic diseases of major
public health concern. In this respect the joined forces of the two universities will provide
excellent and unigue opportunities to merge our large existing cohort studies or to use them
separately for cross-validation of important findings. The surveillance of wide spread
infections and antibiotic resistance will be afocus for research.

2) Applied epidemiology. This approach will develop the epidemiol ogical monitoring systems
for assessment of the cost-effectiveness of the delivery of headthcare and of preventive
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programmes. The building of an effective infrastructure for monitoring of health effects of
defined interventions will be essential to ensure an effective trandation of the basic science
advances in understanding of etiology into interventions and improved public health.

3). The infrastructure of epidemiology. We will contribute to research and development of
state-of-the-art epidemiological infrastructures (registries, biobanks and technology platforms
as well as biostatistical anaysis platforms) that are open-access built on equity and of highest
ethica standards. We will actively pursue research based on development of the
infrastructural standards at the Nordic level, the EU level, and the international level.

Objectives for EpiHealth during the coming decade:

1. To define and understand unknown etiologies of disease or medical complications
underlying major chronic diseases of public health importance by use of modern genetic
technologies as well as new methods to develop new biomarkers, such as proteomics and
metabolomics, and to explore different pathophysiological mechanisms in genetically
modified animal models. We will thus apply a research agenda based on systems medicine,
linking genotypic and phenotypic data with (patho-) physiological functions.

2. To eucidate on gene-environmental and gene-gene interaction patterns of significance for
etiology of these conditions using existing large cohort studies being well characterized
regarding both genotypes, using high-throughput technologies, and relevant phenotypes.
In addition, anew large national wide cohort study in the elderly will be planned.

3. To understand the etiologies and complications of defined infections of importance for
both acute and chronic disease manifestations and antibiotic resitance. To develop
instruments for surveillance of epidemics and well defined categories of infectious disease,
e.g. bird flu and SARS of potentia to induce pandemias, aswell asHPV.

4. To intervene on social and lifestyle aspects of health and disease in a life course
perspective, with special focus on overcoming inequitiesin health.

5. To find the most feasible and cost-effective interventions used within the healthcare
system for prevention and treatment of CVD, cancer, infections, and impaired mobility.
This goal also appliesfor clinical epidemiological studies carried out by the universitiesin
collaboration with less economically devel oped countries for a better global health.

6. To establish national and international infrastructures to support translational and applied
epidemiology of highest standards and to build biostatistic and bioinformatic networks.

In summary, the bold ambition to develop hew common structures and a new understanding
of how epidemiology can contribute to excellence for LU and UU has now crystallised itself
in the three research aims within the EpiHealth programme, as outlined in this application.
Our biobanks and registers are among the most detailed, rich and useful in the world of today.
The LU and UU scientists are in the international forefront on how to optimally exploit and
further expand these infrastructures that have an international open access policy and are well
integrated into international collaborations on these epidemiological infrastructures. We will
work together with research partners within EU in ongoing and new projects as well asin the
USA, such as the Stanford University, the Framingham Heart Study, and the Broad Institute
in Boston, as well as contribute to the development of health care in less economically
devel oped countries.

LU and UU are on the forefront to use these unique prerequisites. “ Epidemiology for health”
is therefore an ambitious national programme with global implications for the future!
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2. Resear ch Programme

The research environment in a larger context

This proposa for strategic research in epidemiology (EpiHealth) is put forward jointly by
Lund University (LU) and Uppsala University (UU) for collaboration. LU is a research
intensive and comprehensive university with eight faculties, about 40,000 students and more
than 5700 employees. The annual turnover is ~5800 million SEK. The research budget
(faculty and external sources) is ~3800 million SEK. More than half of all research at LU is
externally funded. In 2008 LU had 615 professors, and about 2700 post-graduates. About 400
doctorates are awarded annually. In accordance with the international policy, LU is actively
collaborating with selected, excellent partner universities worldwide (e.g. Universitas 21) in
research and exchange of faculty. Within epidemiology LU co-operates actively, for instance,
with the Epidemiologica Centre, National Board on Hedth and Welfare, Sweden, the
Stanford University, Stanford, USA, the Broad Institute, Boston, USA, and with DECODE
Genetics, Reykjavik, Iceland. According to statistics, LU has the largest international
exchange of all the Swedish universities among its teachers and researchers. Furthermore, LU
makes substantial efforts, e.g. via its Research Services Office, to promote and facilitate
international cooperation in research. This strategy has resulted in more than 500 co-operation
projects with companies, research institutes, and universities within the European framework
programmes over the last ten years. This makes LU probably the most prominent Swedish
player in the European framework programmes for research. Within epidemiology some
prominent examples of ongoing EU-projects are collaborations within EPIC, the CCPRB
biobanks and registries, the BBMRI biobanks, and the EGIR-RISC project. The University's
major research initiatives are usually characterized by a cross-disciplinary approach and the
involvement of research groups from more than one faculty. This approach is an overall
strategy stated in our strategic plan and is a trademark of LU, made possible by the close and
successful co-operation between its faculties, especially in medicine, engineering and science.
The present proposal represents an ambitious strategic research initiative that is fully in line
with the LU's research priorities and its strategy. This is guaranteed by the thorough selection
process, based on a recently peformed research quality evaluation (RQOS)
http://www.lu.se/lund-university/research/research-eval uation---rq08.

Correspondingly, UU is a comprehensive university with nine faculties, about 40,000 students,
and about 6,000 employees. The university has more than 500 full professors, about 20% of
them are women. Some 4,000 undergraduate degrees and about 400 doctorates are conferred
every year. The annual turnover of UU is 4,300 million SEK; nearly 70% goes to research and
postgraduate education. More than 50% of the research budget is funded from externd
sources. This ambition is expressed in the policy document Goals and strategies for Uppsala
University from 2008. UU has been the highest-ranking comprehensive research university in
Sweden — and among the top 20 in Europe — for five consecutive years. Some 5,000 scientific
publications are produced each year and UU is one of the most successful Swedish
universities regarding publications in prestigious journals like Science and Nature. As one of
few Swedish universities, UU provides easily accessible web information about the entire
span of its research (http://www.teknat.uu.se/forskning/uu/index.php? ang=en).

As the very first university in Sweden, Uppsala performed a comprehensive evaluation, with
an international perspective, of the quality of its research in 2007. It was conducted with a
peer review process with international experts. More than fifty research groups were given the
highest quality rating (http://usxs.fysik.uu.se/projectweb/451bcl 7f63905/Home%20Eng.html)
UU has a significant presence on the international academic arena, with extensive
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collaborations. In addition more than 1,000 international universities, primarily in Europe,
U.S.,, and Asia, involved in more than 3,000 research partnerships with UU, are examples of
some important collaborators.

In conclusion, we are confident that LU-UU is the right place for leading this ambitious
initiative, offering an excellent environment for the proposed strategic research activities.

2.aTheLU-UU joint plan to develop leading-edge r esear ch in epidemiology

The LU and UU joint initiative “Epidemiology for Health” (EpiHealth) is bringing together
innovative and high quality epidemiological research groups for a goal-oriented and focused
strategy in order to further develop and implement new scientific tools for an epidemiol ogical
approach. This will be done in order to achieve an improved control of chronic diseases of
major public health concern, mainly in cardiovascular and infectious diseases, cancer,
diabetes and osteoporosis. EpiHealth is organised in these three mgjor focus areas:

1) Basic science epidemiology. This trandational approach will exploit and further develop
the advanced molecular tools and development of new biomarkers that are today at the
epidemiologists” disposal for a state-of-the art approach towards a full understanding of the
gene-environment interactions that form the basis of the etiology of chronic diseases of major
public health concern. In this respect the joined forces of the two universities will provide
excellent and unigque opportunities to merge our large existing cohort studies or to use them
separately for cross-validation of important findings. The surveillance of wide spread
infections and antibiotic resistance will be afocus for research.

2) Applied epidemiology. This approach will develop the epidemiol ogical monitoring systems
for assessment of the cost-effectiveness of the delivery of headthcare and of preventive
programmes. The building of an effective infrastructure for monitoring of health effects of
defined interventions will be essentia to ensure an effective translation of the basic sciences
advances in understanding of etiology into interventions and improved public health.

3). The infrastructure of epidemiology. We will contribute to research and development of
state-of-the-art epidemiological infrastructures (registries, biobanks and technology platforms
as well as biostatistical anaysis platforms) that are open-access built on equity and of highest
ethica standards. We will actively pursue research based on development of the
infrastructural standards at the Nordic level, the EU level, and the international level.

Objectives for EpiHealth during the coming decade:

1. To define and understand unknown etiologies of disease or medical complications
underlying major chronic diseases of public health importance by use of modern genetic
technologies as well as new methods to develop new biomarkers, such as proteomics and
metabolomics, and to explore different pathophysiological mechanisms in genetically
modified animal models. We will thus apply a research agenda based on systems medicine,
linking genotypic and phenotypic data with (patho-) physiological functions.

2. To elucidate on gene-environmental and gene-gene interaction patterns of significance for
etiology of these conditions using existing large cohort studies being well characterized
regarding both genotypes, using high-throughput technologies, and relevant phenotypes. In
addition, anew large nationa wide cohort study in the elderly will be planned.

3. To understand the etiologies and complications of defined infections of importance for both
acute and chronic disease manifestations and antibiotic resitance. To develop instruments for
surveillance of epidemics and well defined categories of infectious disease, e.g. bird flu and
SARS of potentia to induce pandemias, aswell as HPV.
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4. Tointervene on socia and lifestyle aspects of health and disease in alife course perspective,
with special focus on overcoming inequitiesin health.

5. To find the most feasible and cost-effective interventions used within the healthcare system
for prevention and treatment of cardiovascular disease, cancer, infections, and impaired
mobility. This goal also applies for clinical epidemiological studies carried out by LU-UU in
collaboration with less economically devel oped countries for a better global health.

6. To establish national and international infrastructures to support translational and applied
epidemiology of highest standards and to build biostatistic and bioinformatic networks.

By adding the strengths of LU regarding biobanking, analysis of genetic research, and applied
epidemiology with the strengths of UU regarding genotyping, bioinformatics/statistics,
national quality health registers and efforts regarding infections and global hedlth, the
research platform for EpiHealth will be built to successfully accomplish the goal's described.

One of the major research topics in the coming decade(s) will be to use modern genetic tools
together with refined biostatistics to evaluate gene-environmental and gene-gene interactions
regarding a number of common diseases. Since the LIFEGENE project, Kl, (which also
includes representatives from LU and UU in the national board) only will collect data in the
age groups 0 to 45 years, there exists an unmet need today to study gene-environmental and
gene-gene interactions in the middle-aged and elderly. Due to its age-range LIFEGENE will
focus ondisorders that affect individuals up to the middle-age, but many of the major
disorders that will consume the major parts of all health costs, such as CVD, diabetes,
osteoporosis, cancer and neurodegenative disorders are rare before middle-age. LU and UU
have together severa large cohort studies in the middle-aged and elderly that could be used
(and have already been used) as a starting-point. However, in order to study such interactions
in depth, we need to build anew national-wide database also for middle-aged and elderly
subjectsincluding the phenotypes and genotypes of interest for the chronic disorders seen in
the ageing population. LU and UU together see this as the most prioritized area in terms
of novel data collection in the coming years and will collaborate to build such a nation-wide
open-access database using the collected knowledge of the both universities in terms of
extensive screening programs, biobanking, genotyping, bioinformatics and biostatistics. Apart
from planned inclusion of data collected in 300 000 individuals by an internet-based system,
including life-style factors (diet, smoking, exercise habits), social factors, medical and family
history, biobanking of blood samples (including established risk factors) and DNA, certain
phenotypes related to the major disorders in the elderly will be collected. These include blood
glucose, ultrasound of carotid vessels and heart, aortic stiffness, body composition (DXA) and
cognitive function tests. Collaboration will be searched with the LIFEGENE investigators
to coordinate common functions. Apart from this planned large health screening in the
middle-aged and elderly (EpiHealth-Elderly), funding permitting (100-150 million SEK),
and building acommon infrastructure platform within EpiHealth, another major area
of collaboration will be regarding existing cohorts. Both UU and LU have a number of large
cohorts in the described research areas that in part have collected the same number
of exposures and outcomes. One part of the collaboration would thus be to merge relevant
datasets in order to create a much larger power of the studies. A part of this strategy would be
a coordination of measurements of biochemical markers from the biobanks collected at
thetwo sites and coordination of the genetic analysis and statistical evaluation. Another
possibility to use the cohorts in genetic studies, where cross-validation today is a need for
publication in high-impact journals, is to avoid merging of the dataset, but rather to use them
asdifferent dataset with similar exposures and outcomes to be used for cross-validation of
findings from one of the centres.
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Emerging infectious diseases (EID) are a significant burden on global economies and global
health. Their emergence is driven largely by socio-economic, environmental and ecological
factors. Emerging infectious diseases are dominated by zoonoses (70% of EID’s): the
majority of these (>70%) originate in wildlife (for example influenza virus, SARS, Ebola
virus), and are increasing over time. A main source of food is domestic animals where
humans have created industrialised monocultures of such animals, living in close proximity to
the growing human populations. This, together with overcrowding in large cities, creates
immense effects on the environment with microorganisms that are flowing back and forth
between the different ecological structures and thereby could mutate to forms that could cause
pandemics. Furthermore, due to a misuse and overuse of antimicrobials we have created a
situation where infectious disease agents come back in new shapes difficult or sometimes
impossible to treat. To meet these new threats the Section for Zoonotic Ecology and
Epidemiology (ZEE, http://www.hik.se/zoonos/ ) was created at UU, including researchers
from severa medical and ecological disciplines could interact and creating synergies. This
unit was established six years ago at Kalmar University, but is since a year an integrated part
of the Division of Infectious Diseases at Uppsala University (Bjorn Olsen), where ZEE could
also collaborate with established research regarding antibiotic resistance (Otto Cars). To
further integrate knowledge and infrastructures needed to meet new treats we have initiated a
collaboration of ZEE with the Swedish University of Agricultural Sciences and governmental
organizations, such asthe Nationa Veterinary Institute and the National Food Administration.
All of these three bodies are situated in Uppsala and will together with UU and ZEE provide a
world unique constellation in the fighting of antibiotic resistance and development of virus-
borne pandemics. The National Veterinary Institute is the governmental body for surveillance
of animal-borne pathogens, while National Food Administration is the governmental body for
surveillance of food-borne pathogens. Swedish University of Agricultural Sciences will
provide scientific knowledge regarding animals and also has facilities for animal experiments
from mice to horses. The rationale is not to build new laboratory facilities, but to use and
collaborate with aready established research structures to get a more comprehensive and
accurate picture of the spread of relevant zoonotic microorganisms. All data from
bacteriological, virological and epidemiological studies will be brought together, digested and
integrated by data managers, epidemiologists and modellers, in order to provide accurate
“early warning system and risk assessments systems’, in real time. Furthermore, by early
identification systems we can provide relevant emerging microorganisms used as prototypes
for development of diagnostic tools, as well as candidates for vaccine devel opment.

2.b Current quality of research in international comparison

2.b.1. Basic science epidemiology

LU and UU have both an extensive experience in large-scale molecular and genetic
epidemiology in the international forefront based on existing biobanks and popul ation-based
screening studies with long-term follow-up. This has contributed to research activities of high
international standards, as briefly outline below, and also formally evaluated in the
international Research Quality evaluation 2008 (RQO08) at LU (http://www.lu.se/lund-
university/research/research-evaluation---rg08) and KOF at UU (http://usxs.fysik.uu.se/~kof).

In diabetes, the LU epidemiologists, in particular Leif Groop and co-workers have published
major advances in the epidemiology and etiology of type 2 diabetes during the past two years.
Severa recent publications in high-ranking journals such as Science, N Engl J Med, Nature
Genetics and Diabetologia constitute proof of this development. In Uppsala, the world’s
largest database of clamp-derived measurements of insulin-sensitivity, established by the late
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Hans Lithell, has been used for prediction of diabetes and CVD within the Uppsaa
Longitudinal Study of Aging Men (ULSAM).

In cardiovascular research, similar and quite prominent advances have been made at LU for
example in biomarker research and the genetics of lipid metabolism, hypertension and
myocardial infarction (M Orho-Melander, O Melander). New findings in stroke are under
publication (A Lindgren, B Norrving). Correspondingly, UU epidemiologists (B Zethelius, J
Arnl6v) have published data on cardiovascular mortality, myocardial infarction, heart failure
and stroke as well as investigations of vascular function in health and disease (L Lind).
Similar studies are ongoing at LU, based on imaging of atherosclerosis (J Nilsson) and
evaluation of arterial stiffening and early vascular ageing (P Nilsson).

In cancer, LU-UU has had a prominent role in the continuing elucidation of the role of
infections in cancer (J Dillner, LU, U Gyllensten, UU) and has participated in severa of the
major international epidemiological studies on the genetics and environmenta predictors of
cancer (EPIC collaboration: G Berglund, J Manjer, LU). Other research areas have involved
H Olsson, LU, and L Holmberg, F Wérnberg, G Nilsson, H Lindman, L Bergkvist, UU, for
breast cancer, as well as H Lilja, LU, (prostatic cancer), E Wirfdt, LU, (nutrition and cancer
risk), and K Stahlberg, UU, (brain tumours).

In osteoporosis, both two LU groups (S Lohmander, K Akesson) and K Michaelsson, UU,
using several studies including genetic profiling have made major discoveries based on
biobanks. Similar developments have also been made in osteoarthritis, where genetic
validation studies are underway, in collaboration with DECODE, Iceland (S Lohmander).

In infectious diseases, the two universities are at the forefront in particular on the more novel
parts of infectious disease epidemiology that are of public health concern. These include
infections as causes of cancer and the research on emerging infections as public health threats,
e.g. bird flu and other pandemics (B Olsén, UU). Furthermore both LU (I Odenholt), and UU
(O Cars) are active in research and implementation of guidelines to counteract the growing
trend of antibiotic resistance due to suboptimal prescription (STRAMA project; chair O Cars).

2.b.2. Applied epidemiology
Prominent research isongoing at LU and UU where clinical interventions constitute an
integrated part of epidemiology. Some projects of international significance are the following:

* Occupational and environmental medicine (SIMSAM, LULOC projects — see 2.b.2.2),
LU. Work and health in the public sector study and organic pollutants (PIVUS study), UU

* Registry-based nationa monitoring of reproductive epidemiology, LU

* National Quality registries in health care (Orthopedics, LU; Riks-Hia, SWEDHEART,
UU; Primary Health Care National Database, LU; National Diabetes Register, LU, UU)

» Early life factors of importance for adult health (Medical Birth Register Sweden, in
collaboration with LU; SIMSAM project, LU; Uppsala Family Study, UU).

* Screening (mammography/Mamo, LU; HPV-based cervical screening, LU; Aortic
aneurysm and carotid stenosis screening, UU)

* Immunisation against Human Papilloma Virus, HPV (follow-up surveillance projects, LU).
LU has established a WHO Global Reference Laboratory for monitoring of effects of
HPV vaccination and is aso a “ Nordic Registry Study Centre” for post-immunisation
follow-up of the long-term effects of HPV vaccination. Thisinvolves leading international
efforts towards standardisation and quality control of HPV surveillance, including
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systematic HPV typing of biobank-stored specimens in order to monitor the population
effectiveness of vaccination on reduction of viral spread. In addition, regular registry
linkages of vaccinated individuals with health data registries are made to determine the
total health effects of vaccination.

2.b.2.1. Applied epidemiology in geriatrics and gerontology

In ageing populations there is a growing need for research to examine the changes from
healthy ageing to disability and the determinants for this process, including biological,
psychological, social and environmental factors and their interrelationships on physical and
mental functioning, longevity, morbidity and mortality. Furthermore, knowledge on progress
of diseases and multi-morbidity and risk factors for the development of current diseases is
crucia. Thisis so not only for treatment strategies from a clinical point of view but also for
development of health care programme and analyses of health care utilization from a public
health point of view. Specia emphasis should be put on the influence of education and social
class differences on the ageing process and functiona status (e.g. “usual” versus “successful”
ageing). In ageing populations of most European countries increased research activities are
focused on understanding and promoting successful ageing for al, including people with
functional impairment or heath hazards related to gender, social or ethnic background.
Prerequisites for this kind of analyses and research questions include repeated measurements
of several determinants of biological (functional assessments, medical history, psychological
parameters, genetics) social (socioeconomic factors, lifestyle habits, socia network,
occupational history, leisure time activities) and environmental factors (life habits, residential
area, migration). Analyses on the progress of disability, functioning and resource utilization
will aso require data not only from established national registries of hospital patient care,
mortality and disease-specific registries but also care provided from municipalities. A unique
national database has been launched to address these questions including both a sequential
longitudina population-based cohort study and a longitudina study of all subjects receiving
formal care from defined catchment areas in five municipalities distributed all over Sweden.
The population-based study (since 2001) comprises about 4000 subjects and an equal number
of subjects are followed in the municipalities (S Elmstahl, LU). For information see:
www.guc.umas.se and www.snac.org At UU, as a part of the ULSAM and PIVUS studies,
measurements of cognitive function and diagnosis of dementia are recorded and the
congnitive function is followed over time in these aged populations. Data are linked to
measures of nutrition and MRI images of the brain and to autopsies (L Lannfelt).

2.b.2.2 Occupational and environmental applied epidemiology

The Division of Occupational and Environmental Medicine at LU co-ordinates three large-
scaled epidemiological research projects of high international quality:

1. The EU Integrated Project, PHIME (Public Health Impact of long-term, low-level Mixed
Element) exposure in susceptible population strata: www.PHIME.org; period 2006-2011 (S
Skerfving). Several epidemiologic studies are conducted within PHIME. The focus is on
environmental exposures to toxic metals (measured by biomarkers) and various diseases
(nervous system, cardiovascular, kidney diseases, diabetes and osteoporosis). A large part of
the work is based on biobanks. Susceptible population strata include fetuses, children, women
and elderly, as well as individuals that are particularly sensitive for genetic reasons. PHIME
will produce new knowledge, to be shared as quickly and widely to make maximum use in
risk assessment/management. Many PHIME's senior scientists act as scientific advisors to
regional, national and internationa health authorities.
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2. METALUND, a Centre of Excellence supported by the Swedish Council for Working Life
and Social Research (FAS) (www.design.lth.se/projekt/metalund/; period 2007-2016 [pending
the evaluation outcome in 2010]; (M Albin). Extensive epidemiologic research is conducted
within this Centre. Work- and environment-related diseases (including muscul oskeletal
disorders, CVD, diabetes and cancer) are studied. The ultimate goal is to produce innovative
scientific information that will serve as a basis for risk assessment/ management, thus
facilitating implementation of means for prevention and pro-activity in work design
organization and societal planning. The knowledge generated will support authorities, trade
and industry in decision-making and in efforts to prevent disease related to work and general
environments, thus promoting well being and a sustainable society.

3. SMSAM EarlyLife, a research project within the Swedish Initiative for research on
Microdata in the Socia and Medical Sciences (SIMSAM), supported by the Swedish
Research Council period 2008-2013 (A Rignell-Hydbom). Several epidemiological studies
will be conducted within SIMSAM EarlyLife, to gain knowledge on how early-life and life-
course factors can impact on heath and socioeconomic factors later in life. One field of
epidemiologic research examines the effects of critical periods during development and
stresses that nutritional deficit, disease load and socioeconomic disadvantage can have
scarring effects, which may become evident later in the life-course. Another field will focus
more on the accumulation of negative events during the entire life-course. By using large
biobanks and national registers, a wide range of outcomes will be studied, including
childhood cancer, male malformations, as well as obesity, adult morbidity and mortality.

At UU, the “Work and health in the public sector” study investigates > 9000 employees
(80% women) in parts of six municipalities and four county councils in north, middle and
south Sweden. Physical, psychosocial and organisational work factors, lifestyle factors, and
socio-demographic factors are recorded as exposures and health (and changes in health), sick
listing and early retirement are registered during follow-up period (E Wingérd). In the PIVUS
study, UU, FORMAS and VR have recently founded the world’s largest study regarding
measurements of persistent organic pollutants and health effects on several maor chronic
disorders. Theseinclude cardiovascular and pulmonary diseases, dementia and osteoporosisin
>1000 elderly subjects (L Lind, and B van Bavel, G Lindstrom, Orebro University).

2.b.2.3. Health economic research related to applied epidemiol ogy

Health-economic research has a strong tradition at LU with research groups both at the
Faculty of Medicine and a the School of Economics and Management. Extensive
collaboration with researchers in epidemiology, clinica medicine, public hedth, caring
sciences and economics has resulted in multi- and interdisciplinary activities. Empirical
registry based research is ongoing e.g. with nationa diabetes registries merged with
hospitalization data and labour-market data at Statistics Sweden. Research questions focus on
the economic analyses of some of the maor public heath challenges such as tobacco
addiction, acohol consumption, food and nutrition, and utilization of health care. Analysis
concerns both the impact of these behaviours on identified outcomes and the consequences of
public prevention programmes. There are still large uncertainties about the relative impact of
different health behaviours on health and the connection between economic factors and the
individual’s heath behaviour. This research includes for example the anaysis of cost of
diabetes complications and the long-term labour-market consequences of diabetes onset in
young adults and children. The extensions make it possible to anayse and to make
empirically testable predictions of whether allocation of health and health investments within
the family is predicted to change when various external changes occur. This will be analysed
in relative wage rates between spouses, policy measures, and labour market conditions (U
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Gerdtham, CH Lyttkens, K Steen Carlsson, K Bolin, B Lindgren). At UU, the aortic aneurysm
screening programme will be subjected to a health economic evaluation (A Wanhainen).

2.b.2.4 Applied epidemiology in early life influences on adult health

Severa national registers on medical birth data are of great importance to link to measures of
adult health. A close collaboration exists since many years between LU (B Kéllen, K Kéllén)
and the Medical Birth Register at the National Board of Headth and Welfare. This has
contributed to national statistics and the available and constantly updated open information on
malformations (http://www.janusinfo.org/gravreg/). At UU several studies of the early life
influences have been published within the Uppsala Birth Cohort Multigenerational Sudy (I
Koupil, D Leon) and the Uppsala Family Study (L Byberg). Studies on the effects of birth
weight on cardiovascular risk factors have been published from the ULSAM cohort.

2.b.3. The infrastructure of epidemiology

Both LU and UU are participating in several magjor international efforts towards building a
better infrastructure for epidemiological research. LU has for many years been one of the
leaders and chairing centres involved in the management committee of the EU biobanking
network EPIC, and is also leading the EU 6" framework Network of Excellence on building
improved structures for collaborations between biobanks and cancer registries (CCPRB). In
the 7" framework, this work continues as the EUROCOURSE project, where LU is aso
leading this work and UU (Lars Holmberg) is a magor partner in the cancer registry
developmental work. The EU infrastructural project “ Biobanking and Molecular Resource
Infrastructures” (BBMRI) has Ulf Landegren, UU, as a founding member and chairman of
the building of molecular tools tailored to meet the needs of the epidemiologist. Biobanks at
LU-UU are registered within BBMRI. These biobanks enable efficient longitudinal studies of
treatment, preventive strategies, and etiological hypotheses. For optimal design and high
statistical power, very large biobanks with long follow-up and large numbers of prospectively
occurring events are required. The present proposal builds on some of the largest existing
population-based biobanks in the world in terms of prospective disease endpoints. The
investigators have a long experience in biobank related research. Close collaboration exists
with groups both within and outside LU-UU that are experienced in tissue micro array, DNA
anaysis, experimental laboratory research, as well as biostatistics.

The efforts towards advancing the quality of the infrastructuresistoday regarded as aresearch
field in itself and LU and UU scientists are well recognised internationally in this field. The
Research Council of Sweden (“Vetenskapsradet”, VR) committee on research infrastructures
is currently supporting the development of the infrastructures of the biobanks and registersin
both Mamé and Lund as well asjoint projects (P Nilsson, K Jakobsson, A Rignell-Hydbom).

There are several prominent population-based studies with associated biobanks at LU and UU
that constitute an infrastructure that is available for nationa and international open-access
research and significantly contributed to the current prominent role of LU and UU in the
international networking efforts towards building and improving these infrastructures. The
most important and largest examples of such selected projects at LU-UU, based on referenced
screening studies (see page 25 for afull reference list) are the following:

2b.3.1 Selected |arge population-based cohorts with biobanks
Cohortg/registers References (see 3.€)

a. Malmo Preventive Project (MPP), LU [1-3]
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b. Malmo Diet Cancer (MDC), LU [4-7]
c. Women's Health in the Lund Area (WHILA), LU [8]

d. The Mamo Microbiology Biobank (MMB), LU [9-11]
e. Cancer epidemiology biobanks of Scania, LU [12,13]
f. Mamo Osteoporosis Prospective Risk Assessment (OPRA) study, LU [14]

g. Good Ageing in Scania (GAS), LU [15]

h. Uppsala Longitudina Study of Aging Men (ULSAM), UU [16,17]
i. Prospective Investigation of the Vasculature in Uppsala Seniors (PIVUS), UU [18]

J. Uppsala Family Study, UU [19]

k. Osteoporosis subcohort within the Swedish Mammography cohort, UU [20]

2.b.3.2 S ected quality of health careregisters.

k. National Diabetes Register (NDR), LU, UU and Gothenburg [21]

|. Orthopedic Hip and Knee Surgery Register, LU [22]

m. Primary Health Care National Register, LU [23]

n. Riks-HIA, SWEDHEART, UU [24-26]
p. Stroke Register Mamao-Lund, LU [27]

g. Ageing and ethnicity, LU [28]
2.b.3.3 Details of the largest cohorts and biobanksin Malmé (LU)

1. The Mam@ Preventive Project (MPP)

This cohort was initiated in 1974 with the aim to identify and treat risk factors for
cardiovascular disease and high alcohol consumption. Baseline examination ended in 1992
and included 33,446 subjects. The examination included a detailed questionnaire on life-style
factors, medica conditions and behaviour. Routine laboratory measurements were analysed
immediately and serum/plasma was stored in a biobank. About 18,200 men and women
attended a re-examination in 2002-2006 and blood samples were collected followed by DNA
extraction (maxi-prep). The cohort includes a follow-up of 800,000 person-years (mean: 24
years). There are 8900 incident events of cancer, 8000 subjects have died, 3800 have had an
acute myocardial infarction, 2100 a stroke, and more than 2000 new diabetes at follow-up.

2. The Malmé Diet and Cancer Study (MDC)

The study examined 28,098 subjects between 1991 and 1996. Baseline examination included
a guestionnaire on life-style and medical conditions [4-7]. Dietary habits during seven days
and anthropometric measurements were assessed. Blood was collected from al participants
and and have been stored at —80C. The questionnaire was repeated five years following
baseline. About 6000 subjects participated in the cardiovascular part of the cohort and these
are currently being re-examined. The cohort includes a follow-up of 365,000 person-years
(mean: 13 years). There are 5700 incident cancers, 3800 subjects have died, 1800 have had an
acute myocardia infarct and 1500 a stroke. The MDC study is part of the European
Prospective Investigation into Diet and Cancer (EPIC), which includes biobank material and
data on 500,000 subjects. (http://www.med.lu.se/klinvetmalmo/mkc_mfm)

3. The Malmo6 Microbiology Biobank (MM B)

The collection contains more than 1,250,000 serum samples submitted from 524,000 subjects
to the Department of Clinical Microbiology in Malmé for diagnosis of blood-borne vira
infections [9-11]. Apart from sero-epidemiological studies on the role of virusesin cancer and
other chronic diseases, ongoing projects are extracting microbial and human DNA from stored
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samples and performing whole genome amplification (WGA) to alow multiple molecular
tests on archival seralplasma. The Mamod Maternity Cohort is a part of MMB containing
blood samples obtained from virtualy al (about 192,000) pregnancies since 1989 in the
catchment area. The European Expert Evaluation Panel of the biobanking call in the Sixth
framework programme that awarded the CCPRB grant wrote that the applicants from LU
(Mam¢) “...can be considered as pioneers in linking and working with high-quality
popul ation-based registries and biobanks’ . For similar information at UU, please see 4.e.

2.c Development of the scientific environment in epidemiology

2cl Creation of the Malmé-Lund-Uppsala platformin epidemiol ogical research
Building upon existing and new resources, e.g. in bioinformatics, LU would like to establish a
new platform in epidemiology and systems medicine. This will bridge not only the two
university hospitals in Lund and Mamo that both belong to the LU structure, but aso
involving external collaborators such as UU and research ingtitutes. The staff of this platform
in epidemiology at LU includes experts on methodology (U Sjostréom) as well as
cardiovascular epidemiology (B Hedblad, G Engstrém), several biostatisticians and one senior
lecturer in bioinformatics under recruitment. Similar resources are also available a UU,
especialy within the large Uppsala Clinical Research Centre (UCR) (B Lindahl, L Wallentin).
This platform will support and guide epidemiological research activities at the different sites,
but will also develop new methodologies in translational epidemiology, most importantly for
calculating of statistical associations based on gene-environmental, epigenetics and gene-gene
interactions in the etiology of chronic disease.

2.c.2 Bioinformatics and biostatistics

An essential and very central tool for future research in trandational epidemiology, based on
extensive data from large population-based cohorts and associated biobanks, is to recruit
experienced scientists trained in advanced bioinformatics and system biology approaches.
Thisis already underway as LU has recently announced the recruitment of one senior lecturer
in bioinformatics and applied genetic epidemiology, to be recruited during 2009-2010. At UU
similar resources are already available or will be recruited. There is an established research
group a LU in epidemiologica methods and bioinformatics, including biostatistics (U
Stromberg). Current methodological research is supported by the Swedish Research Council
(period 2008-2010), the Swedish Council for Working Life and Social Research (2008-2009)
and the Swedish Cancer Fund (2009-2010). The group collaborates internationally within the
EU Network of Excellence ECNIS (www.ECNIS.org; P Vines, Imperial College London)
and with the Wellcome Trust Case-Control Consortium (E Zeggini). The current research
addresses multiple comparisons - by means of hypothesis testing, as well as effect size
estimation - in analyses with a vast number of genetic markers. In modern molecular/genetic
epidemiology studies, the problem of sorting out false-positive associations and reducing
false-negative ones provides a crucia chalenge. Such associations can reflect genetic main
effects on outcome, gene-gene interactions, or gene-environment interactions. With the advent
and refinement of high throughput genotyping techniques, epidemiologists have renewed their
interest in the problem of multiple comparisons. Indeed, this problem has attracted increased
attention after the advent of genome-wide association studies—and gene-environment-wide
interaction studies will imply further challenges. A current research focus is on studying the
performance of Bayesian approaches based on effect size estimations (empirical Bayes and
semi-Bayes methods). This methodological research will provide infrastructure developments
for the present proposal. At UU a similar concentration of expertise in biostatistics and
bioinformatics is located at the UCR centre where also development statistical methods of
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epidemiological research is taking place. This includes data imputation techniques and
evauation of methods for determining optimal cut-off levels for biomarkers regarding
improvement of risk classification (see4.e.2.1).

2.c3 Tranglational research

The groundbreaking discoveries of LU-based research into the genetics of type 2 diabetes,
lipid disorders, hypertension, myocardial infarction and stroke published in Nature Genetics,
Science, and Diabetologia during 2007-2009 contribute to a better understanding of the
etiologies of chronic disease categories. Corresponding discoveries on the importance of new
biomarkers for cardiovascular disease were published from researchers at UU in N Engl J
Med. Biomarkers for Altzheimers disease generated from the ULSAM study is further
explored in experimental models (L Lannfelt). Also biomarker data generated by
epidemiological research in stroke and brain trauma are explored (A Terernt). If these new
data can be further developed and combined with data on exposures related to lifestyle habits,
socia background, and environmental hazards, new perspectives can be achieved, building on
trandational research. It is of considerable importance to have access to repeated
measurements of defined exposures in the same individuals, as is presently the case in both
the ULSAM cohort (UU) and the MPP cohort (LU), adding a life course perspective. Even
historical longitudinal data can hopefully reveal new information for understanding of the
determinants of public health, one example being the Scania Historical Demographic Cohort,
LU, dating back to the mid-17" century (T Bengtsson). At UU a similar cohort exists of
people born during the early 20" century at the Academic Hospital in Uppsala (B Modin).

In cancer, epidemiology translational research means finding new biomarkers of risk and
tumor activity, to be used in tailoring screening programmes (e.g. HPV in cervical screening)
as well as for assessment of treatment and follow-up routines. At UU, biomarkers found at
biopsies from breast cancer specimens are used to find prognostic markers and to relate to the
effects of cytotoxic therapy (F Wérnberg, R Larsson). Furthermore, in endocrine tumours
genetic findings are used to derive new prognostic biomarkers and new diagnostic tools using
PET (K Oberg, B Skogseid, P Hellman). Correspondingly, in research on osteoporosis and
fracture epidemiology translational research will contribute to understanding of bone mass
metabolic and structural changes across the life course as well as finding susceptibility factors
for fractures. In UU cohorts, biomaker findings in epidemiological research are evaluated in
experimental models of bone mineralization and growth (O Ljunggren, H Melhus). At UU,
using data derived from case-control studies of SLE, the genetic findings are further explored
in terms of immunological responses in the laboratory setting (L Ronnblom). Thus, in order to
achieve ground breaking discoveries, the epidemiological researchers at LU and UU will
continue to join forces with basic scientists and together with them further develop modern
tools for trandational research, such as proteomic, metabolomics, genetically modified animal
models as well as cell culture systems.

2.d Career opportunitiesfor young researchers

Both LU and UU have developed strategic plans for the next five years to attract and recruit
nationa and international researchers of the highest scientific excellence. This will be even
further stressed in the new strategy for supporting translational and applied epidemiology, as
well as building the infrastructure and the epidemiology platform. One way is to develop
contacts through EU networks, another way is via bilateral epidemiology-oriented projects
with other universities abroad. Thes include Stanford University, USA, based on aggrement
with LU, the Framingham Heart Study, USA, based on exchange programmes with UU, but

11
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announcements in the scientific press should also be promoted for early 2010. For career
strategies of young researchers in biomedicine, epidemiology and applied clinical sciences,
new tenure track programmes have been developed at LU, as well as a leadership programme
(LeKA). For young clinicians or students of biomedicine, a valuable tool is to offer rotation
both within the university, as aready applied within the Lund University Diabetes Centre
(LUDC) programme, and outside. This can be achieved through mutual exchange
programmes between Swedish universities, most notably between LU and UU, but aso
involving foreign universities, e.g. Stanford. One regional example is the advantage of the
Medicon Valley programme for rotation and exchange, linking several universities, research
ingtitutes and industries in the Oresund region connecting southern Sweden and the greater
Copenhagen area in nearby Denmark.

2.eThepriority of thearea in the applicant’s activities

The overall goal of LU is to attain the highest quality in both education and research: All
undertakings shall maintain a competitive, international standard. While a number of areas
shall attain the highest international class, LU as a whole shall be one of the absolute
universities foremost in Europe and al undertakings shall be ranked among the national
leaders in their fields. It is especialy important to utilise the diversity at LU. The present
proposal represents an ambitious strategic research initiative that is fully in line with the LU's
research priorities and its strategy, as guaranteed by the thorough selection process led by the
vice-chancellor. The selection process has been very thorough, taking into consideration the
recently performed research quality evaluations taken place both in Lund (RQ08) and Uppsala
(KoF), as well as the strategic importance to business sector and society. An important
criterion for selection has been the potentia to form a strong and coherent research
environment that ensures the pooling of complementary scientific skills, while avoiding
unnecessary duplication. In conclusion, we feel that EpiHealth very well fits within the
strategic research plan of LU and that it will contribute to the further development and
excellence of LU and UU in collaboration, and will also attract other future research partners.

2el Srategiesfor LU in epidemiology and translation research

LU is committed to plan, build and implement translational research activities that also cover
research in epidemiology. This is reflected in the fact that LU has currently three professors
within the Faculty of medicine, working in the field of epidemiology as their main research
areaaswell as anumber of biostatisticians and experts in biobanking and bioinformatics.
There exist also other competence centres within LU that might contribute to various aspects
of epidemiological research. Examples of such competence centres include experts on
technical aspects of environmental health hazards, e.g. airborne particles or fumes (M
Boghard), and health economics (K Steen Carlsson, B Lindgren, U Gerdtham, CH Lyttkens,
K Bolin) or economic demography (T Bengtsson, M Lindstrom, M Dribe, K Scott).
Corresponding competence resources in economics are also available at UU, for example the
internationally recognised Institute for Labour Market Policy Evaluation, IFAU, with research
on the effects of labor market policies as well as socia and health consequences of
unemployment (http://www.ifau.se/?epslanguage=EN).

2e2 Prioritised research areasat LU

Based on large previous research grants on a nationa (Research Council of Sweden, Linnéus
grants) or international scale (EU and NIH grants) the LU has focused on selected research
areas, some of them also involving research in trandlational or applied epidemiology. These
strong research areas with cross-links to epidemiology include diabetes (L Groop, A
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Lernmark), cardiovascular research (J Nilsson, O Melander, P Nilsson, B Hedblad, G
Engstrom), stroke (A Lindgren, B Norrving), cancer (J Dillner, H Olsson, E Wirfdlt, J
Manjer), osteoporosis and osteoarthritis (S Lohmander, K Akesson). Other research areas
have a traditional link to epidemiology and population registers. These include research into
work-related or environmental health hazards (M Albin, K Johansson, A Rignell-Hydbom),
global health (PO Ostergren), social epidemiology (J Merlo, M Lindstrom, M Rosvall),
reproductive epidemiology (K Kalén, K Sundquist), and geriatric epidemiology (S EImstahl)
which aso includes large population-based cohorts. Large resources (11 million SEK
annualy) have newly been allocated to establish a unique dynamic centre of excellence in
academic primary health care and epidemiology at LU. Thiswill give Sweden the potential to
break new ground in epidemiological research focused on cardiovascular, psychiatric, and
immune-related and inflammatory disorders with support from NIH perinatal epidemiology (J
Sundquist). The Centre for Primary Health Care Research (CPHCR) at LU will serve as
Sweden'’s core facility for advanced clinical, epidemiological, and trandational research that
focuses on chronic health problems treated in primary health care settings. CPHCR creates a
set of medical research databases that are unique in the world. CPHCR will link nationally
representative primary health care data with existing nationwide geographic and individual -
level inpatient, mortality, and socioeconomic data. Furthermore, CPHCR is also the hub in a
learning lab network of 15, soon 30 academic primary health care centres (AKC) al over
Sweden. This network for communication, collaboration, learning, and sharing of data will
include family doctors and other personnel from primary health care in Sweden and clinical
and preclinical researchers from different disciplines, regions, and countries. The Primary
Care Database and the Learning lab network have the potential to improve the speed and
quality of research on the side effects of new drugs, medical devices, and interventions.
Recruitment of patients for nationwide randomiced controlled trials (RCTSs), will be enhanced
by the learning lab network. This network will facilitate efficient, real-time learning and
collaboration between medical researchers in Sweden and abroad, but also clinicians across
Sweden. Integration of ideas from clinicians and researchers at AKC will result in new studies
with important benefits for patients. An established research agreement has been signed with
Stanford University and Virginia Commonwealth, USA. Recruitment of top scientists is
underway to this newly formed academic centre, for example the renowned cancer
epidemiologist Kari Hemminki, Heidelberg, Germany, and cardiovascular epidemiologist
Marilyn Winkleby, Stanford. This innovation in epidemiologica research infrastructure will
increase the opportunities for research with a high potential to benefit the Swedish economy.

Close links exist with the diabetes research of LUDC, one of the top internationa research
areas of the LU. In collaboration with Leif Groop and co-workers, experts in epidemiology of
clinica complications or trandational cardiovascular research have contributed to the
application for a very large EU-grant (IMI-SUMMIT; 14 million Euros, pending final
approva in April 2009) where Leif Groop is Pl for a network of top European scientists. A
considerable amount of this research grant will be placed at the LU. The planned research
activities are focused on micro- and macrovascular complications of diabetes in a gene-
environmental interaction perspective. Planned clinical investigations can benefit from
existing cohorts and biobanks in Malmo (MPP, MDC, Mamo Eye Examination Study). The
IMI-SUMMIT project will have a very great impact on basic science, trandationa
epidemiology and new imaging technologies over the next 5-10 years, placing LU as one of
the leading research universities in diabetology on a global scale. Research programmes in
epidemiology (this application) can therefore be envisaged to play a crucial role for making
the bold research strategy of IMI-SUMMIT and other similar projects become operational and
successful. Thisis one of the best examples of cross-links between research areas at LU.
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2e3 Prioritised research areas at UU

UU and the University hospital are the founders for the basis for epidemiological research at
UCR. UU is aso the mainfounder for another core facility for epidemiologica research
such as the SNP technology platform. In addition, UU aso supports international work and
has taken actions to build a united biobank for collection of al tissue and blood samples at the
University Hospital during 2009. UU recruited two professors with major epidemiological
research in 2008, L Lind from AstraZeneca (Practical Medicine) and J Hallqvist from KiI
(Preventive Medicine). Also the professorshipsin pulmonary medicine (C Jansson), vascular
surgery (M Bjorck) and infectious diseases (Bjorn Olsen) were given to epidemiologists. In
2009, a professor in biostatistics and a professor in public health care (epidemiology) will be
recruited. The most prioritized area of epidemiological research at UU is CVD. The ULSAM
study is currently performing a reinvestigation 38 years following the original investigation at
age 50, giving investigators the opportunity to in depth provide data on life-long risk factors
and consequences of CVD. The PIVUS study has completed its 75 years reinvestigation and
will within a couple of years have data on hard events for evaluation of the predictive role of
multiple vascular functional and morphological measures in an integrated way. The
Prospective investigation of Obesity, Energy and Metabolism (POEM) will start in late 2009
with the aim to investigate the impact of obesity, energy production, oxygen consumption and
intermediary metabolism on CV function, structure and future CVD in middle-aged subjects
(L Lind, J Sundstrém). The coronary care research group at UCR (L Wallentin, B Lindahl)
has a comprehensive research program using large clinical trials to find new biomakers for
thrombo-embolic disorders together with use of the national quality registers to evalute the
impact of real life therapies in a unique way. Since established lifestyle and genetic risk
factors can only explain a modest proportion of the variation in osteoporotic fracture
occurrence, studies with new analytical approaches are needed to clarify the complicated
interaction between lifestyle, genetic constitution, and protein expression. Population-based
cohorts with stored biological samplesin both Uppsala and Lund/Malmo, together with a high
incidence of osteoporotic fractures, provide us with an excellent future opportunity to
discover new extrinsic and intrinsic risk factor patterns for the study of osteoporotic fracture
epidemiology (K Michealsson). As previously stated, at the Section for Zoonotic Ecology and
Epidemiology (ZEE), a multidisciplinary approach to study infections is used. The research
has a broad base and investigates several zoonotic agents but also antibiotic resistance. It
currently runs along several research lines: Avian Influenza, Gastrointestinal bacterial
pathogens, Antibiotic resistance in natural bacterial flora; and Host-parasite interaction.

2.f. Theneed of infrastructurefor the proposed resear ch programme

LU is building on existing infrastructures such as biobanks, the network of researchers and
teaching facilities, but will need to develop the infrastructure in specific ways. Evidently there
is a need for collaboration with existing county council run biobank centres (RSKC) in both
Mamo and Lund with their updated technology and bioinformatics systems. This will be
integrated with current and future research activities with our partners, most notably with UU
were similar facilities exist. The joint LU-UU initiative (EpiHealth) will establish a joint
infrastructure as outlined below regarding: Biobank technologies; Bioinformatics; Publication
strategies, Quality registers, Education activities. There is a continuous need of ethical
reflection and formal approval for the various and diverse research activities involving human
dataand biobank specimens. Thisis provided by the Regional Ethica Committees of Sweden,
with committees both at LU and UU. Besides that the Department of Medical Ethics, LU, is
contributing to discussions and shaping of ethical strategies to support the research
progranme in epidemiology, as well as in other related research areas. One ethical
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commitment, besides routines of obtaining informed consent, is to develop outreach strategies
for research information to the lay public. This was recently tested during 2008, when three
open information meetings were organised for participants in MPP and MDC and their
relatives. The meetings, that attracted media interest, were attended by 300 people who had
the opportunity to listen and comment on a number of short presentations from researchers.

2.9. Need for expensive equipment

We would like to use funding for the development of biobank facilities at LU-UU, increased
DNA extraction and sequencing, as well as bioinformation platforms and the recruitment of
staff. Especialy the existing DNA devices have to be updated and complemented by new
devices with high throughput abilities. Additional funding for whole genome scans will be
applied for, and for biobanking samples of the planned EpiHealth-Elderly screening.

2.h. Link between research, advanced education and research training

In the EpiHealth programme we will establish advanced Research schools for applied and
translational epidemiology offering international research student programmes on an annual
basis, with an expert teaching faculty. This will involve first and foremost our established
research partners within our network, but will also am for international collaboration and
exchange programmes between universities, not only with EU and the US, but aso in
collaboration with devel oping countries. Application forms to attend the research schools will
be announced on the web. The ambition is to educate, but also to recruite young talented
researchers to join our programme activities.

2.i Gender equality and diversity

The gender equality plan for EpiHealth is based on and fully complies with the LU’ s overall
gender equality policy. This policy isimportant when designing EpiHealth. Accordingly,
aspects on gender equality shall be considered when recruitment is planned and active
measures will be taken to recruit researchers and graduates of underrepresented gender.
Likewise, specia attention will be paid to researchers of underrepresented gender in
individual career support which will be given e.g. in the form of annual career development
discussions, mentor programmes and leadership training. Correspondingly, gender equality
work at UU is both short-term and long-term and conducted in accordance with the Swedish
Discrimination Act (SFS 2008:567). Mandatory gender equality plans are drawn up at central,
faculty and department levels. The University has created a management group for gender
equality issues, and gender equality officers provide individua employees/students and
management at all levels with information, advice and training in gender equality issues.
Extraresources of 4.5 MSEK/year have been allocated for this cause. Within thisinitiative,
the entire recruitment process is investigated from an equality perspective. To promote
diversity LU plansfor strategic recruitment of international researchers, for example within
the LUDC programme (diabetology), but also in other areas. One sign of thisisthat currently
alarge number of scientists from abroad contribute to research at LU involving
epidemiological aspects. Asresearch collaborations within the EU will increase over the next
5-10 years we expect that arising number of excellent researchers will be prepared not only to
have an external collaboration with LU, but also to move to the Lund-Mamo area. Similar
activities are found also at UU, e.g. the close collaboration with researchers from London.
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3. Strateqgic aspects

3.aTheimportance of EpiHealth for the business sector and society
3al External contacts: present and future

Both partners in EpiHealth have longstanding contacts with the Epidemiological Centre
(EpiC) at the National Board of Headth and Well-fare (“Socialstyrelsen”), Stockholm, for
continuous updating of local and regiona register data, but also for close collaboration in
reproductive epidemiology (K Kallén, LU). The latter includes surveillance of adverse
neonatal outcomes such as malformations and perinatal morbidity on anationa basis.

The immunisation programmes to prevent HPV infections have been based on close contacts
with the drug pharmaceutical companies manufacturing vaccines that have been launched in
recent years and now recommended to female teenagers on a national basis. A follow-up
programme for serological studies of post-immunisation samples has been organised by one
of the applicants (J Dillner, LU).

At UU, the researchers in the coronary care group at UCR (L Wallentin, B Lindahl) have built
up a unique collaboration with a impressive number of pharmaceutical companies regarding
development of new biomarkers based on collection of biomaterial from a number of on-
going large randomized clinical trials (RCT). This research group aims to identify novel
patterns of genetic and biochemical biomarkers for diagnosis, prognosis, prevention and
tailloring of treatment of atherosclerosis and thrombo-embolic diseases, as well as to find
targets for the development of new drugs. The most important ongoing clinical studies
performed in collaboration with the pharmaceutical industry are listed below:

Study name Design Numbers of patients | Treatment
FRISC-2 RCT of early invasive | 3500 Low molecular
compared to anon- heparin vs. placebo in
invasive strategy acute coronary
syndromes (ACYS)
TAAD, TABR, RCTsof platelet 4000 Prasugrel and
TACY, TOPAS activity treatment clopidogrel in
coronary artery
disease (CAD)
PLATO RCT of platelet 18,000 P2Y 12 inhibitor
activity treatment ticagrelor in ACS
REDEEM & REPLY |RCT of platelet 20,000 Dabigatran in ACS
activity treatment patients 2008-2012
APPRAISE-2 RCT of platelet 15,000 New oral Xa
activity treatment inhibitor, apixaban in
CAD patients
STABILITY RCT for stroke 15,000 New oral LpPLA2-
prevention inhibitor darapladib in
CAD patients
RELY RCT for stroke 18,000 Dabigatran in patients
prevention with atrial fibrillation
ARISTOTLE RCT for stroke 15,000 Apixaban in patients
prevention with atrial fibrillation
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Furthermore, the quality assessment systems, based on nationa registers hosted by LU and
UU, have been developed with support from the National Board of Health and Welfare, as
well as the Swedish Association of Local Authorities and Regions (“ Sveriges Kommuner och
Landsting”, SKL). This was done with a financia incitement to follow trends in quality
aspects of the health care delivered in Sweden through public financing.

Health-economists at LU serve as experts to public authorities including the National Board
of Health and Welfare e.g. in National Guidelines for Diabetes Care (2009) and for Anxiety
and Depression (2009), The Swedish Council on Technology Assessment in Health Care
(SBU). Other contacts are with the Dental and Pharmaceutical Benefits Agency (TLV) and
local health authorities as well as afruitful collaborations with the private sector organizations
including the pharmaceutical industry. Also scientists at UU have served as experts to public
authorities based on their epidemiological expertise in National recommendations in Diabetes
(C Berne), Coronary disease (L Wallentin) and Emergency Medicine (L Lind).

3.az2 Commercial products

It is envisaged that the development of quality control and assessment systems based on
epidemiological register data for health care outcomes (applied epidemiology) could have a
potential for commercial applications. This means that tailored surveillance and control
systems, based on epidemiological structures developed by researchers at LU and UU, could
have a potential to develop into commercial products for health care providers. New tools for
prediction of for example CVD or type 2 diabetes can be envisaged, based on genetic and
biomarker predictors. At LU contacts with Thethys Biomarker Inc., US, has started this
process, based on materials from the biobanks, most notably the MPP (L Groop, P Nilsson).
For details see http://tethysbio.com/about_tethys.html. At UU, several examples regarding
collaboration with biodiagnostic companies regarding patents could be recognised, such as
biomarkers for Alzheimers disease — Eisai Pharmaceuticals (L Lannfelt) and cardiovascular
disease — Athera Corp. (L Lind). UU has aso since amost a decade a close collaboration with
AstraZeneca Ltd. R&D, Sweden, regarding biomarkers in the PIVUS study (L Lind).
Although the focus is on cardiovascular biomarkers, this collaboration spans over several
disease areas, such as pulmonary disease, diabetes, obesity and dementia. As an important
part of this collaboration, development of new imaging modalities for the characterization of
myocardia infarction with MRI and atherosclerotic lesions by MRI, ultrasound, CT coronary
angiography and PET (H Ahlstrém, L Johansson) is taking place. These developments in
technology will later be applied on new and existing drugs.

3.a3 Epidemiological surveillance of trends of chronic disease, infections and
medical emergencies

It is of local, regiona and national, even international importance to develop effective and
accurate surveillance systems of disease trends, as well as risk factor or microbiological
exposures, for example in order to create early warning systems for emerging pandemics of
infectious diseases. Even if nationa registers of heath care outcomes already exist, these
systems are still not optimal and not fully validated. One such example is the reporting of
strokes in the national Hospital Care Register when not all cases have been fully validated
according to recommendations in guidelines. This has instead been applied in a local stroke
register (STROMA) at the Mamd University Hospital, (B Hedblad) LU, where al new stroke
cases are scrutinised for diagnostic work-up and applied diagnostic criteria. In the end, this
will contribute to a more accurate evaluation of true incidence rates of stroke in the Mamo
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population, and hence more accurate epidemiological analyses of risk factor patterns
contributing to stroke risk.

The forming of the novel programme for EpiHealth-Elderly, investigating a national-wide
sample of 300,000 Swedes in the middle-aged and elderly, will form a unique tool to establish
the Swedish prevalence rates of chronic disorders and to focus on specific disorders, such as
CVD, diabetes, cancer and osteoporosis.

In the elderly, a high consumption of care due to acute exacerbations of chronic diseases and
accidents are commonly seen. One way to monitor this consumption is by population-based
cohort studies. Another way is by registers with data on emergency health care consumption.
At UU researchers have recently built three such registers that will be continuously upgraded
and will generate invaluable information in the future. Oneis on recordings of every
ambulance transport in the Uppsala county since 1998 (currently 150,000 transports), another
is based on emergency department visitsat the University hospital since 2000 (currently
>500,000 visits). The third is a nation-wide database on all major injuries in Sweden since
1998 (currently >730,000 cases). All of these registers contain dataon hospital diagnosis,
length of stay in hospital, in-hospital mortality and long-term mortality up to eight years.
These databases would serve as magjor tools to monitor the need of care in the
elderly population and thereby give valuable information for the planners of emergency health
care, both at the hospital and in the pre-hospital setting.

At UU, the future collaboration between ZEE, the National Veterinary Institute and the
National Food Administration will have a unique opportunity to survey not only the
development of microorganisms in humans, but also in animals and food. Since the change in
microorganisms, both regarding potency and resistance properties, are likely to first take place
in animals and thereafter when used for food will spread to humans, the development of such
early surveillance systems would be of great importance in the fight against new virulent and
resistant microorganisms.

3a4 Reporting systems of health care quality and cost-effectiveness

In contemporary Sweden, there exist more than 120 quality registers available for evaluation
of hedth care and its quality. A number of these registers are based at LU and UU, most
notably registers for surveillance of orthopedic operations of the knee and hip (L Lidgren),
LU; myocardia infarction and revascularization procedures, (B Lindahl), UU; follow-up of
HPV vaccinations, (J Dillner), LU. We also participate in the steering committee for data
reporting of the National Diabetes Register: NDR (P Nilsson), LU, and (J Cederholm, B
Zethelius), UU. Today UCR actively cooperates with fifteen approved national quality
registries, four other Swedish quality registries and three international registries

National quality registers containing data on health-care interventions provide an excellent
basis for large-scale cost-effectiveness analyses of implementation of new technologies and
accounting for practice variations. Examples include for instance the NDR in collaboration
with health economists at LU (U Gerdtham).

Also the nationa registers regarding coronary care hosted by UCR at UU have unique
possibilities to survey trends in coronary care in Sweden, not only regarding quality of care
but even more importantly, regarding mortality when those registers are coupled to outcome
data. One such example is when data from the SCAAR register has shown an increased
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mortality during long-term use of drug-eluting stents compared to bare-metal stents. This
observation has aimost abolished the use of expensive drug-eluting stents.

3.a.5. Planning and dimensioning of health care

At present, there is a lack of information on the consequences of the expected demographic
changes and possible shift in physica functioning of future elderly cohorts. Whether
improved living conditions will results in compression in morbidity or instead postponement
of illness to higher age groups is still under debate and will provide immense consequences
on dimensions of health care. EpiHealth has a contribution of prospective longitudinal
studies, e.g. “ Good Ageing in Skane (GAS)”, (S Elmstéhl) LU, supported by the Ministry of
Social Affairs. The study will provide excellent data as a prerequisite for planning of health
care provided by the municipalities and the counties taking into account gender, ethnicity, age
and functional perspectives on the needs of formal and informal care. Similar cohorts exist at
UU, e.g. the ULSAM cohort (L Lannfelt). Also the national disease registers hosted by UCR
has a mgjor role to play in health care planning. An example is the continuous recordings of
coronary interventions (PCl) reported by the register, which has supported the different
regions of Sweden with data regarding numbers of PCls to be expected in the future in
different parts of Sweden.

3.b Strategiesand plansto generate benefitsfor research results
3.b.1 Sructures for collecting and presenting research data

We plan to develop new structures for presenting research data, based on aready existing
structures and bioinformation systems. One such example is the open-access web site services
that have been developed to show data from the quality registers (applied epidemiology), for
example regarding myocardia infarction and revascularization procedures within Riks-HIA
and SWEDHEART, as organissed by L Walentin and B Lindahl, UU
(http://www.ucr.uu.se/rikshia/ ), and the National Diabetes Register (https.//www.ndr.nu/ ).
Several web-sites present research results both at LU and UU, for example
http://www.med.lu.se/klinvetma mo/mkc_mfm and http://www.pubcare.uu.se/ULSAM/)
These web-sites are linked to the extensive registers and biobanks used for this application.
Apart from continuously information on the web, registers like Riks-HIA also supply monthly
reports to the different hospitals included in the register. These reprots include hospital-
specific data on a number of quality indicators. The data are given in relation to the mean
values in Sweden so that the hospital could take proper actions to improve quality of care. The
work  devoted to counteract antibiotic resistance can be found @ at
http://www.reactgroup.org/dyn/,3,,.html

3.b.2 Trandlation epidemiology — research collaboration

It is central to the proposed research strategy that translational research could influence and
benefit the new transformation of epidemiological research projects. This means that
information on biomarkers and genetic markers from the popul ation-based projects run by LU
and UU could be used in association with new biocinformatic systems, within a structure of a
joint platform for epidemiology. This should be done to create new understanding of the
etiology and pathophysiology of chronic diseases of great public health importance in the
middle-aged and elderly population. One example is a recent landmark publication on long-
term risk prediction of incident cases of type 2 diabetes within the MPP in relation to genetic
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and biological predictors [3]. Similar approaches have been designed for evauation of the
etiology of CVD, osteoarthritis, and some common cancer forms. Furthermore, the
epidemiological researchers at LU and UU will continue to join forces with basic scientists
and together with them further develop modern tools for trandational research, such as
proteomic, metabolomics, genetically modified anima models, as well as cell culture systems
within system biology.

3.b.3 International networks and meta-analyses

It is essential to integrate the local, regional, and national research activities of LU and UU,
with that of international networks for collaborative research. Examples of this ambition
include the EU-funded EPIC collaboration for research into etiologies of cancer, but aso of
CVD and diabetes (EPIC-Interact) where MDC (LU) is a partner project. Other examples are
the EU-funded EGIR-RISC project (LU), and the EU-funded DECODE cohort cardiovascul ar
project, Helsinki, Finland, where both LU (MPP project) and UU (ULSAM and PIVUS
projects) are represented. The ULSAM and PIVUS projects are furthermore engaged in
several other networks for genetic epidemiology (MAGIC, GENESIS, ENGAGE), also
including the Framingham Heart Study as a partner (EchoGen). These two cohorts aso
participate in international networks built to explore biomarkers, such as 24h blood pressure
measurements (IDACO) and lipid measurements (EFRC). We aim to develop these contacts,
building upon established structures, for example the EU-financed BBMRI network of
biobanks where MPP and MDC at LU and UU cohorts have been listed after application, and
also the biobank network P3G based in Canada

3.c Capacity and supportive activities to gener ate benefits
3.c.l Existing structures at LU and UU

LU has a good track record in collaboration with the surrounding society. It is not by chance
that Lund’'s business community represents an imposing number of knowledge-based
companies with state-of-the-art competence. The ideas and products of many of these have
grown directly from successful basic research. Three out of four companies in the Ideon
Science Park have their roots at LU. They often continue to operate in close co-operation with
researchers at the University. The proportion of research that is fully or partially funded by
business and industry grows constantly. LU offers an integrated and professional approach to
generate benefits from research results. This includes close co-operation between idea scouts
and experts on patent issues (LU Innovation, technology transfer office), experts on legal
issues (Lega division) and experts on research funding (Research Services Office). This
approach has turned out to be very successful in a number of cases. The technology transfer
office of Lund University consists of Lund University Innovation (LU Innovation) and LU's
holding company; LUAB. LU Innovation has a well-developed, professiona offer for
supporting the technology transfer process, both in terms of intellectual property and legal
counselling, as well as business development. LU Innovation provides an interna patent
evauation and uses market analysis including competitive activities as steps for trandation of
the discovery into an innovation and to the creation of a commercialisation strategy. LUAB is
atool for LU Innovation to perform secret commercial activities, and facilitates later stages of
the commercialization processes. The Legal division consists of several well experienced
legal advisors who will give the area support in al applicable legal issues such as contracts
within projects financed by the European Commission, VINNOVA, VR, SSF, etc.
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Another important task for the LU will be to strengthen the strategic research area by
attracting additional external funding for its operation and by facilitating its participation in
international research projects, eg. within the European framework programmes. The
Research Services Office will play an important role e.g. by promoting participation in
national and international research projects, such as the 7th European framework programme.

UU has also avery impressive track record concerning innovations and utilization of research
results. During the last ten years, more than 100 companies have been founded, many
localized at Uppsala Science Park in the campus area. Close collaborations between
companies of different sizes and Uppsala University research groups are common and
widespread. Advanced support regarding all aspects of patent issues is given by the patent
office. UU Innovation (http://www.uuinnovation.uu.se ) is the university’s organization to
support innovation and commercialization, eg. by facilitating industrial research
collaborations, licensing, and start-up companies. UU Innovation collaborates closely with the
Uppsala University Holding Company (UUAB), presently supporting c. 50 start-up companies
spun out from the university. UU Innovation plays a central role within the whole innovation
system with close co-operations with the business incubator of UU. The knowledge triangle;
research — education — innovation, rests on an extraordinarily strong foundation at UU. Links
between research and education, as well as between research and innovation, are
straightforward. However, links between education and innovation are often less obvious, but
not so at UU: the university hosts a specia chair that leads the Entrepreneurship Group that
offers, among other, specia masters and doctoral programs in entrepreneurship.

3.c2 Novel structures

We would like to expand activities both at the regional (e.g. the Swedish-Danish Medicon
Valley project, Oresund), national and international level to promote the use of the structure,
staff and results from the LU-UU platform in epidemiology described in this application.

One ambition within EpiHealth is to plan for afirst conference in 2010 when representatives
from our groups will meet together with representatives from the Swedish health authorities
and the industry. This will take place in order to have a mutual exchange of ideas and
proposals for the development of new products of interest for commercia use (e.g.
biomarker/genetic predictive tests) or for evaluation and planning of health care. We will do
this in collaboration with existing structures for innovation within LU and UU, for advice,
planning and documentation of the conference.

3.c3 Communication, dissemination of research results and public relations

The dtrategic areas will get assistance with issues that concern public relations,
communication and dissemination of results. In the strategic plan for LU for the period 2007
to 2011 it is stated that “ national and international marketing efforts will be reinforced, as
well as profiling and public relations. Marketing and information efforts shall be co-
ordinated within LU in order to ensure quality and cost efficiency”. LU has elaborated
common objectives for overall communication and dissemination aiming at enhancing the
visibility and outreach of its major research facilities, centres and strategic research areas.

The communication objectives are:

» Disseminate new research results to the internationa research community and to
communicate the benefit of research, promote interest in and acceptance of the
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sciences and bring attention to the connection between research and society
devel opment

* Actively and deliberately contribute to ensuring that all strong research
environments within LU gain national and international visibility

* Communicate the work and results of strategic research areas as an aspect of
building and strengthening LU’ s image in accordance with the LU Strategic Plan
and Communication Platform

* Increase the dialogue between researchers and society by various activities

Channels and methods for communicating with target groups could for example be: opinion
pieces in newspapers, meeting places and open events directed at the public, popular scientific
lectures, school partnerships, press releases and press conferences, the LU web-site
(www.lu.se) or television. The combination of channels and methods will be adapted to the
strategic research area. In order to implement the Berlin Declaration on Open Access all
publications should be registered and when possible also made freely available in full text in
“Lund University Publications’ . The researchers will have at their disposal templates and a
comprehensive “toolbox” for stakeholder analysis, communication planning and activity
execution etc. Similar policies regarding the dissemination and communication of research
results are governing UU and could be found in detail in the strategy document:
http://info.uu.se/Internt.nsf/regel samlingen/260EE1D3316A 968D C125745100276B3A

3.d Engagement and participation of the business sector and community organisations
in problem formulation and implementation of research results

3.d1 The National Board of Health and Well-fare

We will continue our collaboration focused on reproductive epidemiology, e.g. the national
register on malformations (see Letter of intent). The Medical Birth Register is the partner for
this collaboration, and new register structures and reports could be developed in close
collaboration. Registers linkages could be discussed and planned together with representatives
from The National Board of Health and Well-fare.

3.d.2 Swedish Association of Local Authorities and Regions (SKL)

As SKL supports the quality of health care registers, this will be of great importance for the
future when these registers, as run by both LU and UU, will expand and be more visible for
internal and external comparisons between health care providers (county councils, hospitals).

3.d.3 Industry

The already existing surveillance and follow-up post-immunisation programme according to
HPV vaccination (J Dillner, LU) will contribute to our experience and to promote similar
programmes in other areas, in collaboration with different manufacturers of vaccines.
Collaboration between the PIVUS study (L Lind, UU) and AstraZeneca R&D Mdlndal exists
regarding the development of new biomarkers for CVD, including proteomics and new
ELISA techniques. The development of biomarkers for Alzheimer’s disease at UU is partly
performed though industrial efforts (L Lannfelt). As aready described, the UCR coronary
heart disease group has an extensive collaboration with a number of the big pharmaceutical
partners in the development of new biomarkers in thromboembolic diseases. As described
under 3.c.2 we plan for afirst conference in 2010 when representatives from our groups will
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meet together with representatives from the industry. This will take place in order to have a
mutual exchange of ideas and proposals for the development of new products of interest for
commercia use, e.g. predictive tests.

3.d4 Research Institutes

There exist a number of research institutes for active collaboration within the EpiHealth
progranme. Examples are the Clinical Research Centre in Mamo (LU), the Regional
Biobank and DNA centres (RSKC) in Lund and Mamé the Biomedical Centre (BMC),
University Hospital, Lund, and the Uppsala Clinical Research Centre (UCR), Uppsaa. In
addition, collaboration exists with the Broad Institute, Boston, MA, USA, for extensive
research into genetics of chronic diseases (LU contacts), and aso with the Framingham Heart
Study population-based epidemiology centre and the College de France (UU contacts, see
Letter of Support). In the biomaker strategy in coronary heart disease carried out by UCR,
collaboration partners are among others, the Duke University and Harvard University, USA.
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4. Collaboration

4.a National and international partnersto be involved in collaboration

On the nationa arena LU and UU are partners in research and an agreement has been signed
for this collaboration in relation to EpiHealth. In the future this research infrastructure can be
expanded also to other Swedish universities, as a number of joint research projects aready
exist (for example with Umed and Gothenburg) based on the existence of large biobanks and
population registers. The collaboration with UU will be described in more detail (4.€). Other
partners in Sweden include the Epidemiological Centre at the National Board on Health and
Welfare, and Swedish Association of Local Authorities and Regions, as well as the local
county council organisations of Scania (1 million inhabitans) and Uppsala County (700,000
inhabitans). A number of “Letters of intent” are provided — see Table below. Within the UU
organisation for Global Health, several bilateral contacts exist between Swedish researchers
and colleagues in a number of developing countries in Africa and Asia, supported by the
Swedish International Development Cooperation Agency (SIDA) and WHO/UNICEF.

Collaborators, location Areaof interest Letters
of intent/ agreement

National Board of Health and Medical Birth Register Yes

Welfare, Stockholm Malformation Register

Swedish Association of Local Health outcomes and quality |Yes

Authorities and Regions, national registers

Stockholm

Region Skane County Council, Population registers, biobanks, | Yes

Lund and Kristianstad clinical care

Uppsaa Academic Hospital, Population registers, biobanks, | Yes

Uppsala clinical care

Astrazeneca Ltd., MéIndal Development of risk marker | Yes
biology

European Prospective Population-based cohorts and

Investigation into Diet and Cancer | biobanks for research on

(EPIC), London, Cambridge cancer, but also CVD, diabetes

Collége de France, Paris Cardiovascular genetics Yes

British Heart Foundation Centre | Genetics of hypertension

of Genetic Research, Glasgow

Stanford University, Stanford Population and migration Yes
epidemiology

Broad Institute, Boston Cardiovascular genetics

Framingham Heart Study, Cardiovascular epidemiology |Yes

Framingham

4.b. Forms and conditions for collaboration between collaborating partners

All funded collaborating partners (LU, UU) will formally handle strategic/long term issues in
the Board. The Board consists of the Director and the Co-Directors (see below) together with
three representatives of each funded collaborating partner. Issues to be handled by the Board
are for example strategic development and direction of the area, financia issues, handling of
results, collaboration with other parties. EpiHealth will aso work to establish an Advisory
group consisting of representatives of external collaborating partners, e.g. National Board of




The Lund University application for EpiHealth, 2009
Collaboration

Hedlth and Welfare, Swedish Association of Local Authorities and Regions, Region Skane
county council, Astrazeneca Ltd. The main role for the Advisory board is to advice upon
scientific issues, industrial applications, handling of results, etc. Lund University as the main
partner will appoint Peter Nilsson as a Director of the programme areawho will lead the area
in accordance with the directions given by Lund University as well as the decisions by the
Board. UU as a collaborating party will appoint a Co-Director who will support the Manager
in leading the area. As the biobanks and registers at LU and UU are open-access research
facilities after approved applications. We have aready seen several examples of how
researchers from abroad would like to use our materias in collaboration, for example within
the EPIC network.

4.c. Desired distribution of funds
For this application (EpiHealth) the distribution of funding according to the budget should be
60% for LU and 40% for UU as a general rule.

4.d How collaboration is expected to affect the development of the research

It is of strategic importance to have a continuous dialogue with external authorities as well as
with research institutes and the industry, in order to find new ways to implement our research
findings and to find new applications for commercia products. One example is the post-
immunisation surveillance and follow-up programmes that have been launched as part of LU
activities in collaboration with the manufacturers of certain HPV vaccines (J Dillner). The LU
has aready established research collaboration, but aims for further collaboration networks in
the future, most importantly within the EU and with research institutions in USA. Another
example is the collaboration between UU and AstraZeneca Ltd., MéIndal, Sweden, for the
development of new biomarker technology and its application (L Lind) and the collaborations
between UCR and severa big pharmaceutical companies regarding biomarker research in
coronary syndromes (L Wallentin, B Lindahl).

4.e Uppsala University —research activitiesfor collaboration

4el. Genetic and transational research

The SNP technology platform in Uppsala (www.genotyping.se) was established to provide
SNP genotyping services to academic research projects (A-C Syvanen). The SNP technology
platform is equipped with international “state-of-the-art” technology for SNP genotyping. It
offers services on a national level in Sweden and other Nordic countries on a wide size range
of projects, from individua SNPs to genome-wide SNP panels with up to one million SNP
markers in hundreds or thousands of DNA samples at marginal running costs. Genome-wide
SNP panels facilitate genome-wide association studies in complex diseases. In 2008 the scope
of the SNP technology platform was expanded to massively parallel DNA-sequencing using
the Solexa Genome Analyzer (Illumina). In aforeseeable future there will be SNP-genotyping
technology that allows comprehensive determination of DNA-methylation patterns on a
genome-wide scale. The platform has a professional staff of twelve persons with both
laboratory and bioinformatics/database specialists. To assure a high quality of the genotype
data the SNP technology platform works according to the international 1SO/IEC 17025:2005
quality standard and the genotyping process is accredited by SWEDAC. Over 150 research
projects of varying size have utilized the services of the SNP platform. The projects have so
far resulted in about 50 scientific papers (see www.genotyping.se)
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4.e2 Uppsala Clinical Research Centre (UCR)

UCR (www.ucr.uu.se/eng/) started 2001 by Lars Wallentin and has grown rapidly since its
beginning; it now has over 60 employees. The centre is run in collaboration between the
Medical Faculty, UU and the Academic Hospital within Uppsala County Council.

UCR has its main activities in three areas. 1) Quality development of the health care system
by National Quality Registers, 2) Biometrics including statistics, epidemiology and data
management; 3) Clinical trias. UCR has developed a new concept: “Evidence based health
care development” , for improvement of quality and efficacy in the health care system. This
concept enhances a rapid trandation of new scientific evidence from the research community
to the health care system, but also arapid transference of new research questions identified in
the health care system back to the research community.

4e2.1 Medical epidemiology and biostatistics at UCR

The localisation of the epidemiology research group at UCR facilitates fruitful interaction
with the biostatisticians and data managers at UCR. The epidemiology research group also
collaborates with external scientists. One main research topic is osteoporotic fractures and
injuries but UCR is also involved in other areas of epidemiological research such as outcome
in intensive care, CVD, nutrition and the impact of physical activity on disease and mortality.
UCR aso administrates a multidisciplinary network of >40 epidemiologists at UU
(wwwe.ucr.uu.se/epinet). During 2007, an evaluation done by international experts of the
research at all faculties of UU has been carried out in order to assess the quality of research
(http://usxs.fysik.uu.se/~kof). The highest quality rating was given to approximately 50
specific research groups at the whole university. The orthopaedic research group was one of
these ‘golden nuggets': “ A young department of outstanding potential comprising strong
epidemiology (Michaélsson)”. The biostatics group at UCR has currently five statisticians
focusing on service for epidemiology and registry data research, and eight statisticians and
data managers focusing on service for clinical trials and studies. In a 3-5 year perspective an
integrated epidemiology and statistical research group will be created building a centre for
medical epidemiology within UCR with the overall am to perform and develop
epidemiologic research and research tools in the international frontline. A closer collaboration
with the national quality registries will also provide large and unique databases for research.
Within 3 years, the epidemiology research centre will host 10 experienced epidemiologists
and 10 statisticians, including a professor in Biostatistics.

4.e2.2. Quality Registriesat UCR

UCR was appointed by the Swedish Association of Local Authorities and Regions (SKL) to
be a centre of excellence for quality registries. The main task is to develop, maintain and
improve quality registries and to provide statistical and epidemiological support. UCR today
cooperates with 15 SKL approved nationa quality registries, 4 other Swedish quality
registries and 3 international registries and has responsibility for running these registries.
Together with the people responsible for the respective registry UCR contributes to national
and international quality development in health care, statistical and scientific reporting and
information and education in both Sweden and internationally. UCR is currently participating
in large projects together with the National Board of Health and Welfare and the SKL aiming
at integrating the quality registries with the electronic patient medical records. This will lead
to the possibility to gather large databases aso in areas, i.e. the primary care sector, where
data currently are almost completely lacking. The research group for quality registries at UCR
has published a large number of papers in high ranked scientific journals during the years.
The group for quality registries at the UCR has currently 19 employees: software engineers,
statistical  programmers, monitors and coordinators. The number of quality registries
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connected to UCR will continue to increase in a 3-5 year perspective. New exciting
development in register technology, integration with electronic patient records and technical
support for patient managed self-reporting will be initiated.

4.e3 The International Maternal and Child Health, IMCH

IMHC harbours 22 active researchersin the following areas; Maternal and reproductive health
care; Integrated management of childhood illness; Maternal and child nutrition, micronutrient
deficiencies and breastfeeding; Public health in humanitarian assistance. IMHC uses clinical
epidemiological methods applied in countries such as Vietnam, Nicaragua, South Africa,
Tanzania and Kenya. The activity is sponsored both from VR as well as from the Swedish
governement through Sida/SAREK. The research is performed in collaboration with severa
major players in globa health, including WHO/UNICEF, CHNRI and USAID, as well as
researchers from Cornell University and London School of Hygeine and Tropical Medicine.

4e4 Selected cohorts and research projects in epidemiology at UU
4.ed.a Major population-based epidemiological materials with biobanks

The Uppsala Longitudinal Sudy of Adult Men (ULSAM)

All 2,841 men born in 1920-1924 and living in the municipality of Uppsala, Sweden, in 1970
were invited to participate in a health survey - the Uppsala Longitudinal Study of Adult Men
(ULSAM; http://www.pubcare.uu.se/lULSAM/ ). A total of 2,322 men (82% of those invited),
50 years of age, participated in this first examination. Re-investigations at four occasions have
been performed. At age 60, 1,860 men participated and the corresponding numbers for age 70,
77 and 82 were 1,221, 839 and 530, respectively. The men are re-examined during 2008-2009
once again, this time at the age of approximately 88 years. The focus in this cohort has been
on CVD and how it links with metabolism, but several additional research areas have also
been explored, such as nutrition, osteoporosis, cognition/dementia. The follow-up of
morbidity and mortality through national registers is now >35 years. A number of
publications with focus on discovery of novel biochemical risk factors have been published in
high impact journals (N Engl J Med, Lancet, JAMA, Circulation, BMJ), which emphasizes the
potential of this longitudinal study. Apart from the Pl (Lars Lannfelt), a number of senior
researchers are involved in the evaluation of the cohort (L Lind, J Sundstrém, J Arnl6v for
cardiovascular; K Michaelsson, L Byberg and H Mehus for osteoporosis, L Kilander for
cognition; T Cederholm, U Riserus for nutrition; and A-C Syvanen for genotyping).

Prospective Investigation of the Vasculature in Uppsala Seniors (PIVUS)

In al, 1016 randomly selected men and women, aged 70 years, have been investigated by
detailed cardiovascular measurements with special emphasis on vascular/endothelia function
and characterization of atherosclerosis. Also lung function and DXA measurements were
performed together with MRI of abdominal fat and the myocardium. At a reinvestigation at
age 75 years repeated measurements were performed. A cognitive function test and MRA of
the brain were added. During 4 years >40 papers have been published, many in highly ranked
journas. Apart from the Pl (L Lind) the network of researchers from the ULSAM study is
also engaged in the PIVUS study.

Uppsala Family Study (UFS)

The Uppsala Family Study is a study of 600 families in Uppsala, including mothers, fathers,
and two consecutive full-sibs (born 1987-1995). To make the study statistically efficient
families were invited to take part where the children were either in the top or bottom quartile
of the birth weight distribution (concordant ‘high’ or ‘low’ birth weight families), or if the
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sex-adjusted difference in birth weight between them was 0.4 kg or more (discordant birth
weight families). These families were investigated in 2000-2001 with measurements of
anthropometry, blood pressure, and children’s Tanner stage for determination of pubertal
stage. Blood samples were taken for DNA extraction and analyses of hormona and
biochemical markers and blood pressure was measured. In 2007 the database was enhanced
with information from a whole genome scan based on 14.4 million SNP genotypes. All
subjects also filled in a detailed questionnaire. Information on parental size at birth was
manually retrieved from hospitals' registries based on place of birth. Data have been collected
from detailed seria growth data until 2003, abstracted from routine infant, child and school
health records. We will identify injuries, especialy fractures, from local and national registers.
In addition, DXA scans of the participants will start in 2009 in an effort to identify important
genetic pathways for bone density (L Byberg, K Michaelsson, D Leon, | Koupil).

Uppsala Aneurysm Screening Programme (UPASP)

All 65-year old men and 70-year old women living in the Uppsala County have been screened
with ultrasound for Aortic abdominal aneurysms (AAA) and carotid stenosis since 2006. In
total, >3000 subjects are screened annually. At the visit the subjects aso fill in a detailed
guestionnaire and blood is collected for later analysis. Thisis the first population-based AAA
screening programme in Sweden and the only screening cohort for women. In addition a
unigue blood bank is created. A follow-up is planned after 5 and 10 years. Pl is A Wanhainen.
Other vascular surgeons (M Bjoérk) are involved in the generation of the cohort.

4.eb Quality registriesat UCR

The most important is presently SWEDEHEART-RIKSHIA (Swedish Register of
Information and Knowledge about Swedish Heart Intensive Care Admission). RIKS-HIA isa
continuous national register since 1995. All hospitals in Sweden taking care of acute
myocardial infarction patients participate in RIKS-HIA. Approximately 60,000 patients
admitted to a coronary care ward due to suspicion of ACS are registered annualy
(20.000/year with AMI). Thus, so far there are approximately 280,000 AMIs in the registry.
Demographic data, risk factors for CVD, examination and treatment at admission, during
hospital stay and discharge, and clinical events including complications are registered. This
makes RIKS-HIA, together with the possibility to merge the RIKS-HIA database with data
from the national registries a unique source for research regarding acute cardiac care.
SWEDEHEART-SEPHIA (Secondary Prevention after Heart Intensive care Admission) is a
continuous national register that started in 2005. Currently 57 hospitals are participating and
approximately 5,000 patients included annually. Patients with an acute myocardia infarction
and below 75 years of age are followed-up after 2 and 12 months. Demographic and other
background data, participation in secondary prevention programmes, treatment and
examinations, cardiac symptoms and quality of life, and clinica events are registered.
SWEDEHEART-SCAAR (Swedish Coronary Angiography and Angioplasty Registry) is a
National Register since 1998. All hospitals that perform coronary angiography or angioplasty
(PCI) participate. Approximately 36,000 coronary angiograms and 20,000 PCls are registered
annually. Demographic data, risk factors for cardiovascular diseases, details about the
intervention and in- hospital complications are registered. The SCAAR registry is unique, as
it is the largest nationwide database of PCI in the world. There are 20 ongoing research
projects utilizing SCAAR data. The UCR research group has published extensively in high-
ranking journals such as NEJM, Lancet, JAMA, Circulation, and Eur Heart J.

Members of the research group for quality registries at UCR during 2008 are L Wallentin, B
Lindahl, U Stenestrand (Linkopings University), S James, B Lagergvist, and K Hambraeus.
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This preliminary budget is covering the first five years of activities during 2010 to 2014.

Budget (Million SEK)

2009 2010 2011 2012 2013 2014

Applied - 10 10 15 15 15
amount
Fun(l:ii ng from|40 41 43 44 45 47
LU
Research 20 22 24 26 28 30
grants, LU
Funding from |15 15 16 17 18 20
uu't
Funding from |28 30 32 34 36 38
collaborators,
grants, UU*
Other external | 5 6 6 7 7 8
funding, EU*
Total funding | 108 124 131 138 143 158
Amount LU “|- 60 60 60 60 60
(%)
Amount UU ?|- 40 40 40 40 40
(%)

1. Funding available already in 2009

2. Proportion of application grant funding (this application)
The funding of EpiHealth in 2010 will be used for these work packages (WP):
WPL. Building the structure and |eadership organisation 1 mill SEK
WP2. Reinforcing biobank and register structures 25 mill SEK
WP3. Planning of the new EpiHealth-Elderly Survey 2011-2015 5 mill SEK
WPA4. Continuation of ongoing research programmes at LU and UU 75 mill SEK
WP5. Organisation of advanced training and research education

(Annual international research course in advanced edpidemiol ogy) 2 mill SEK

WP6. Recruitment of experts in bioinformatics and biostatistics 5 mill SEK
WP?7. Bioinformatic services 8 mill SEK
WP8. Tenure Track programmes for young researchers 3 mill SEK

Total annual sum 124 mill SEK

The additional funding applied for will be used for WP1, WP2, WP3, WP5 and WP6.

Already existing research funding will contribute to WP4, where additional fundingis
constantly applied for at the local, regional, national and international level, especialy within
the EU together with our research partners.
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6. Resear ch constellations and leader ship structure of the EpiHealth programme

Lund Universty as the main partnerwill appoirt ProfessorPeer M Nilssonasa Director of
theareawho will leadtheareain accordane with the directionsgiven by Lund Universityas
well asthedecisionsby the Board(see4.b). The Director will be supportedy a Programme
Office, which will takecareof administraton includingfinancial issues. Uppsalauniversityas
the collaboraing party will appointa Vice-Director who will supportthe Directorin leading
theareain accordncewith thedirectionsgivenby Peer Nilsson LU, aswell asthe decisions
takenby the Board(see4b). A secondVice-Director will be appontedby LU, with a special
taskto planfor the EpiHealth-Elderly projed (professomnf geriatics S6lveElmstahl).

The EpiHealth programmewill becomeone of the main respondiilities of LU and UU for

the next 5-10 yeass, aiming at excelkence in basic/translational as well as in applied
epdemiology for an increagd understandig of systms medicine and costeffective
interventionsin healthcare.The leadershigstrudureis supporéd by a central secetaiat. The
allocationof researctundingwill beto threemain researh area with responsibilitieshaed
betweenLU andUU. All branchef epidemblogical resarchwill be carried out at both LU

and UU. Howe\er, the leaders co-leades and working group membaes within eachof the
threeareaswill jointly plan,organize carryout, andfinally reporton reseach projects.There
will be regular meetingswithin eachresearh areaevery three months, atendedby the
Directoror ViceDirectors,aswell asanannual2-day conferere for the whole organisation.
The locationfor these annualmeetingwill rotaie betwea LU andUU. In collaborationwith

theBoard,the EpiHealth leadergip will discussandfurther plan for the new nationalproject
EpiHealth-Elderly in comingyears.

Existing collaboratons with otherresearchpartnes on a naiond or interndional bass will

continue in the format and under regultions/greenents tha are presenttoday, but the
ambitionis to work for expansiorandintegraton of thesecontads to bendit both LU andUU

in a joint collabarative network. The resuts will be publishedin an annualrepot to the
ResearclCouncil of Sweden(VR) andthe Nationd Boardof Hedth and Welfare. Whenthe
EpiHealth organsationis establishedand in full function, the ambition is to broade this
organisation to include other Higher Educaion Institutions (HEIs) of Sweden as well as
alroad.EpiHealth alsowelcomescollaboraton with nationd or international initiatives that
are related or complementar to ongoing or plannedacivities, for exanple EpiHealth-
Elderly. This will be guidedby the EU straegy for research, prevention and treatmentof
ageingpopulatons.

Structure of EpiHealth:

Director Board for

Vice Directors collaboration

Secretariat LU-UU
Basic and Infrastructures Applied epidemiology
translational Biobanks Health care registers
epidemiology Bioinformatics Infectious disease
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The EpiHealth organisation and itsleader ship based on the L U-UU collaboration

Director Pete M Nilsson*, LU, + secretariat
Vicedirectors LarsLind *, UU, SolveElmstal *, LU
Budget year 1 1 MSEK
Areas Basic Infrastructure Applied
Epidemiology Epidemiology
Main
Responsibility LU LU uu
Leader M Orho-Melander *, LU  JDillner *, LU B Lindahl*, UU
Co-leader AC Syvaren* *, UU K Michaelssort¥, UU J Sundquist, LU
Working group O Melande, LU L Lind *, UU B Olsén*, UU
U GyllenstenUU A Rignel-Hydbom” LU K Kéllen* ¥, LU
U Strombergl.U JManjer, LU B Hedblad, LU
L Lannfelt,UU U Landegen,UU KS Carlsson”, LU
V Lyssenkd, LU K Jakobsso# , LU H Olsson*, LU
Tasks Trandation Biobanks Clinical registers
Genretics omics Bioinformatics Migration
Infections Biostatistcs Infections
Interactons Regster services Primary heath care
Biomarkers Intemationdisaton Life coursestudies
Education Educaton Education
Contacts BroadInstitute BBMRI, P3G NationalBoardof
GlasgowBHF Framingham WelfareandHealth
DECODE, Iceland Paris StanfordUniversity
Regon Skane,ULL SKL
BILLS, ELIXER Clinical Care
EPIC
LIFEGENE
Budget 3 million SEK 3 million SEK 3 million SEK
Year 1

* PI's,” woman
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Ten selected principal investigators of EpiHealth —their cv's and publication lists

1. Peter M. Nilsson, M D, PhD, Professor of cardiovascular research, LU
Born on 7" October193. Married,4 children.

Personal education and academic positions

Statistical education 1972 (Facultyof Philosophy,University of Gothenburg). Four months
of researchapplied statigics. Resarchcoursesn medical statistics.

Medical education 19731979 (Faculty of Medidne, University of Lund), Internsip in

Kalmar19791981,Specialigtionin Kalmar19811985.Specalistin General Medicine 1985,
and Specialistin Social Medicine 1992.

Doctor of Medicine 1991 (MD, PhD). Thesis: "Metabolic disturbances in primary

hypertension. Special focus on the non-pharmacological treatment of hyperinsulinemia”.

Associate Professor ("Docent™) 1994. Number of original publications: 162 published or

acceptedriginal papes in English,in peer-reviewed medical journds, aswell as65 reviews,

all in English.

Staf-memberof the Department of Community Health Sciences, University of Lund,

Sweden, 19871997. Head of Department of History of Medicine, University of Lund,

Swalen, since1996. Associateprofessor ("docent) and senor lecturer ("universitetsl&tor")

of cardiovasculamedicineat the Division of Clinical Research (DCR), Department of

Clinical Sciences, UniversityHospital,Malm6, Swede, since 1997.

Clinical work at the Preventivamedicineunit of the Depatment mostly with patientsrefered
for cardiovascudr risk factor evaluation. Full Professor (Clinical Cardiovascular

Resear ch), appoinedin October2008, for researh, teachingandadministrative work.

Member ships, appointments and administrative wor k

Memberof the Swedish Medical Association, 1984. Memberof the Swedish Association
for General Medicine, 1990 (steering committee 19951998). Membe of the Swedish
Hypertension Society, 1987 (steerirg committee19932005,Presidat 199-2001).
Memberof the European Society of Hypertension, 1992(ESH Councilmembetin 2006).
Member of the Swedish Society for Diabetology, 1992 (steering committee 19942003,
secretary199499). National DiabetesRegisterout-data committeesince 2001.Membe of the
Hypertension in Diabetes Study Group of the EASD, 1995(steeringcommittee19952001,
2002). Member of the Hypertension in Diabetes Working Group of the ESH, 2002
(steering committee 2002, President Member of the European Group on Insulin
Resistance, 1996 (steeringcommitte2001-2003).Memberof a working subcommitteef the
Swedish Council for Planning and Coordination of Research (FRN), 19961999,focusing
on healthandthe individual. Memberof a committee on the evaludion of smokingcesation
programmesof the Swedish Council on Technology Assessment in Health Care (SBU),
19951998.Co-author of the publicationof thefinal reporton methodsfor smoking cessation
in 1998 (SBU-series138). Consultant to Swedish authorities (Medical ProductsAgency
2006,Medial Prodicts Pricing Agercy 20071008).

At present,asProfessr of clinical cardiovaaular resarchl amthe administrative leader of
anindependentesearchgroup (InternalMedicing) at the Faalty of Medicine, LU, andwith
responsibilites for budget, staff, and a numker of researchprojeds and collaborations:
http://www.med.l.se/klinvetmalmo/forskning/agrt och_kaedjukdomarinternmedicn
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| amalso avoting membetrof the SteeringConmitteefor the Malmo Biobankand Regsters.
Post-doctorial guest researcher at:

1. University of Uppsala, Sweden (Prof. HO Lithell, Department of Geridrics), 19921993.
2. University and Middlesex School of Medicine, London, UK (Prof. JS Yudkin,
Departmenbf Medicine,Whittington hospitl), 1993.

Scientific tutor

| have beenthe principal tutor for theses;by Rickard Ekesbo, MD, Dalby, (" Chronic
infection in primary health care — cardiovascular and gastrointestinal aspects’, Dissetation
26" September2003) and by Bertil Ohlin, MD (“ Stress and cardiovascular disease”,
Dissertation8™ Jure 2007) Departnent of Medicine, Malmé. | was co-tutor for a thesisin
History of medicine1999 (Caroline Arsini, Lund, PhD, with dissertéion in Febuary 1999
ertitled: "Health in Medieval Lund"). | wasalso co-tutor for Marie Ekberg-Aronsson, MD
(* Smoking and airway disorders in an urban population — special references to gender and
socio-economic status’ . Dissertation on 24" November2006), Rasmus Borgqvist, MD
(“Erectile dysfunction and CHD” , Disseration 2" June, 2007, Departmentof Cardiology,
UMAS, Malmé and Gordana Tatcheva, MD (“Gender aspects on heart failure”
Dissertationon 18" December2008, Departmentof Cardiobgy, UMAS, Malmé. | am
presentlythe principal tutor for Margret Leosdottir, MD (Glucose intolerance/diabetes and
myocardial dysfunction), Lund university; for Ulla Pettersson, MD, Soderakra
(Cardiovascular risk factor screening project), University of Linkoping (Dissertation29™
April 2009;for Gunilla Journath (Risk factor control in treated hypertensives and patients
with diabetes in primary health care), Karolinskalnstitute, dssertéion 29" May 2009,aswell
asfor Payam Khalili, MD, Orebro(Inflammation and CVD in popul ation-based studies).

Major research grants

Resear ch Council (VR) of Sweden:
1. VR project grart number 20073533 for three years (1,250,000SEK) 20082010,
receved for a projecton earlyvascularageingin a populaton-basedcohort
2. VR Infrastucture grant number: 82520085878 for the Malmd registers (2,100,000
SEK)20092011,includedin MPPandMDC.

Heart- and Lung Foundation of Sweden; Project grants 20022006 (HLF grant nr.
20040458;300,000 SEK for 20032004, and 400,000 SEK for 20052006) for MPP re-
examination, and (HLF grant nr. 20040458) 500,000 SEK (2007%2008) for a MDC re-
examinationproject.

EU grants:

1. EuropeanGroy on Insulin Resisance (EGIR) RISC project (EGIR-RISC), a
Eurgpean multi-certre study (EU contractnumber: QLGI-CT-200101252),in total
700,000SEK during20022008.

2. EPIGINTERACT, a collaboration with Cambrdge UK, (EU contract number
LSHM-CT-2006037197),800,000SEK for 20072008.

Local grants. From regional health authorties, regiona research council etc. A total of
800,M0 SEK during 20022008, and in addition 945,000SEK from grants (ALF) to Goran
Berglund(retredin 2008)for which | amnowtaking overthefull responsibility.
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50 selected publicationsfor Peter Nilsson

1.

10.

11.

12.

Nilsson P, Lind L, Andersso P-E, HanniA, Berne C, BaronJ, Lithell H. On the use
of ambulatory blood pressue recordingsand insulin sensiivity in supportof the
insulin-hypertensiorhypothess. J Hypertens 1994;12:9659.

Nilsson P, Lindholm L, Schergén B, Horn R, Melande A, Hesch RD. Atrial
natriurgic pepitde andblood pressire in a geographially defined popuktion. Lancet
1987 2:8835.

Nilsson P, SoderstronM, EricsonA, OsergrenP-0, All ebeckP. Low birth weight is
associged with elevatedsystolic blood pressure- a study of 149,378male Swedish
military conscripts.J Hypertens 1997;15:162731.

Nilsson P, Lind L, Andersso P-E, HanniA, Berne C, BaronJ, Lithell H. On the use
of ambulatoryblood pressire recordingsand insulin sensitvity in supportof the
insulin-hypertensiorhypothess. J Hypertens 1994;12:965-9.

Berglund G, Nilsson P, Hedblad B, Eriksson K-F, Nilsson J-A, Lindgade F,
KristensonH. Long-term outcomeof the Malmdo Prevenitve Projed. Total mortality
and cardiovasculamorbidity. J Intern Med 2000;244:19-29.

Nilsson P, Nilsson J-A, HedbladB, Berglund G. Sleep disturbancs interacts with
elevatedpulserate for the predictionof mortality - Consequenres of mental strain?
J Internal Med 2001;250:521-9.

Nilsson PM, Nilsson J-A, Hedblad B, Berglund G, LindgardeF. The enigna of
increased mortality asociatedwith weight-loss in middle-aged men - the Malmo
PreventiorProject.J Internal Med 2002;252:70-8.

Nilsson PM, HedbladB, ErikssonK-F, Berglund G. Hyperinsulnaema as a long-
term predictorof deathandischaemicheartdiseasan nondiab&c men The Malmd
PreventiveProject.J Internal Med 2003;253;136-45.

Nilsson PM, NilssonJ-A, andBerglundG. Farrily burden of cardiovasaular mortality
— risk implications for offspring in a natonal register linkage study baseduponthe
Malmo prevenive Project.J Internal Med 2004;255:229-35.

Nilsson PM, R6dstM, EngstromG, Hedbld B, BerglundG. Incidenceof diabetesn
middleagedmenis relatedto sleepdisturbancs. Diabetes Care 2004;27:24649.

Nilsson P, Nilsson J-A, HedbladB, Ostergra P-O, Bergund G. Social mobility,
marital Statusand mortality risk in an adult life courseperspetive - the Malmo
PreventiveProject. Scand J Public Health 2005;33:412-23.

EkbergAronsson M, PehrssonK, Nilsson JA, Nilsson PM, and Léfdahl CG.
Mortality in OLD stagesof COFD and its dependace on sympbms of chronic
bronchitis.Resp Dis 2005;6: 98 [d0i:10.118644659921-6-98]
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24.
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Nilsson PM, CederholmJ, Gudbjornsdotti S, and EliassonB, for the Steering
Committee of the National DiabetesRegister of Sweden.Predctors of sucesstil
long-term blood pressurecontrolin patientswith diabees— prospetive dat from the
National DiabetedRegiger (NDR) of Sweden. J Hypertens 2005;23:230511.

Nilsson PM, NilssonJ-A, BerglundG. Populaton atributablerisk (PAR) of coronary
heartdiseaseisk factorsduring long-term follow-up: the Malmoé Preventive Project.
J Internal Med 2006;260:134-141.

Holmkvist J, LyssenkoV, AlmgrenP, Nilsson PM, GroopL. Comnon variantsin the
HNF lalphaandrisk of type 2 diabetesDiabetologia 2006;49:28822891.

Nilsson PM, EngstromG, HedbladB, Frystyk J, PerssorM, Berglund G, FlyvbjergA.
Plasmaadiponecin levelsareinverselyassocatedwith carotid intima media thickness
and markersof insulin resstancein middle-agedmen.ATVB 2006;26:275862.

Nilsson PM, Engstrom G, Hedblad B. The metabolic syndromeand incidence of
cardovasculadiseasen nondiabeticsubjeds. Diabetic Medicine 200724:464-72.

Ohlin B, RosvallM. BerglundG, Nilsson PM. Job strain in men, but notin women,
predictsa significant rise in blood pressureafter 6.5 years follow-up. J Hypertens
2007 25:525-31.

Nordfjall K, OstermanP, Melander O, Nilsson PM, Roos G. hTERT -1327T/C
polymorphismis not asociatedwith agerelaedtelomereattrition in peripheralblood.
Biochem Biophys Research Commun 2007;358;215-218.

Germomewide associatioraralysis identifies three novd loci for type-2 diabetesand
onefor triglyceride levels. DiabetesGeneics Initiative of Broad Institute of Harvard
ard IMT, Lund University and NOVARTIS Institutes for Biomedi@al Resarch.
(Nilsson PM islistedasa co-author).Science 2007 316:13316.

Lyssnko V, Lupi R, Marchetti P, Del GuerraS, Orju-Melandg M, Almgren P,
SjogrenM, Ling C, ErikssonKF, LethagenAL, Mancardla R, Berglund G, Yumoi T,
Nilsson PM, del Prato S, Groop L. Mechanismsby which common variants in the
TCF7L2geneincreaseisk of type 2 diabetes. J Clin Invest 2007;117:21552163.

Leosdattir M, Nilsson PM, Nilsson JA, Berglund G. Cardiovasalar eventrisk in
relaion to dietaryfat intakein middle-agedindividuals- dai& from The Malmo Diet
and CancerStudy. Eur J Cardiovasc Prev Rehab 2007;14:701-6.

Jounah G, HelleniusML, Peterssn U, TheobaldH, Nilsson PM, for the HyperQ
Study Group. Genderand risk factor control in treated hypertensives — a national
study in the primary health care in Sveden. Eur J Cardiovasc Prev Rehab 2008;
15:258262

ZegginiE, ScottLJ, SaxenaR, Voight BF, for the Diabdes Genetics Replcationand
Meta analysis (DIAGRAM) Consortion (Nilsson PM is listed as contribuing co-
auhor). Meta aralysis of genomewide asso@tion da@ and largescle replication
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identfies seveal additional susceptibilty loci for type 2 diabees. Nature Genetics
2008 40:63845.

25. Nordfjall K, EliassonM, StegmayrB, Lundin S, Roos G, Nilsson PM. Increased
abdominal obesty, adversepsychoscia factors and shorer telomere lengh in
persms reportng subjectiveearly ageing; the MONICA Northern SwedenStudy.
Scand J Publ Health 2008;36:744-52.

26. Cervin C, LyssenkoV, Lindholm E, Bakhtalze E, Nilsson P, Tuomi T, Cilio CM,
GroopL. Genetc similaritiesbetween_LADA, typel andtype 2 diabetes. Studieswith
thethreecanddategenesAX 4, PAX6 andTCF7L2. Diabetes 2008;57:14331437.

27.Holmkvist J, Aimgren P, LyssenkoV, LindgrenC M, ErikssonK-F, Isomaa B, Tuomi
T, NilssonP, andGroopL. Commonvarians in thethreeMODY genesHNF-4alpha,
GCK andHNF-1betaandfuturerisk of type 2 diabets.Diabetes 2008;57:173844.

28.0hlin B, Berdund G, Nilsson PM, Melander O. Job strain, job demandsand

adrenergic 1 receptor polymorphism — a possible interaction affeding blood
pressurem men.J Hypertens 2008;26:15839.

29. SvensonU, Nordfjall K, StegmayrB, Manjer J, Nilsson P, Tavelin B, HerrikssonB,
Lenng P, Roos G. Breastcancersuvival is associatd with telomere lengh in
peripherabloodcels. Cancer Res 2008 68:361823.

30. MontagnanaM, FavaC, Nilsson PM, EngstromG, Hedbkd G, Lippi G, Minuz P,
Berglund G, Melander. The Prol12Ala polymorphism of the PPARG geneis not
associged with the metabolicsyndromein an urbanbasedsanple of middle aged
SwedesDiabetic Medicine 2008;25:902-8.

31.Lohmaner LS, GerhargsonM, Rollof J, Nilsson PM, EngstrémG. Incidenceof
sevee kneeand hip osteoarthritisn relation to different measuresof body mass.A
popuation-basedprospective cohortstudy. Ann Rheum Dis 2008 May 8 [Epub ahead
of print].

32.R6M T, PoulserP, HanssorO, Holmkvist J, AlmgrenP, Nilsson P, Tuom T, Isomaa
B, GrooplL, VaagA, Ling C. Age influences DNA mehylation and gene expression
of COX7A1 in humanskeletalmuscle. Diabetologia 2008;51:115968

33. Nordfjall K, Eliason M, Stegmay B, Melander O, Nilsson P, Roos G. Telomee
lengh is assocatedto obesty parameterdut with a genderdifference Obesity 2008
Sep25. [Epubaheadof print].

34. Caderhom J, Elias®©n B, EegOlofssonkK, Zethelius B, Nilsson PM, Gudbjérnsdottir
S. on behalf of the National DiabetesRegiste. Risk prediction of cardiovascular
diseasein type 2 diabetes:A risk equaion from the Swedish Nationd Diabetes
Register(NDR). Diabetes Care 2008;31:203843.

35. Orho-Melancer M, MelanderO, GuiducciC,... Nilsson PM, ...KathiresanS, etal A
Common Missensé/ariant in the Glucokinae Regulatory Proein Gene(GCKR) Is
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43.
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Asscaciated with Increased Plasma Triglyceride but Lower Fastng Glucose
ConcentrationsDiabetes 2008;57:311221.

Nilsson PM, EngstromG, HedbladB. Longterm predictors of increasé mortality
risk in screeningdetectedpatientswith hypeatension;the Malmd Preventive Project.
J Hyperten 2008;26:228894.

Lyssnko V, JonssonA, Pulizzi N, Isomaa B, Tuom T, Berglund G, Altshuler D,
Nilsson P, GroopL. Clinicakl risk factors,DNA variants,andthe devebpmentof type
2 diabetesN Engl J Med 2008;359:222032.

Sjogren M, LyssnkoV, JonssorA, Berglund G, Nilsson P, GroopL, Orho-Melander
M. The searchfor putative unifying genetc factors for components of the metabolic
syndromeDiabetologia 2008;51:224251.

YasudaK, Miyake K, HorikawaY, HaraK, OsawaH, FurutaH, Hirota Y, Mori H,
Jonssen A, Sab Y, YamagataK, Hinokio Y, WangHY, TanaashiT, Nakanura N,
OkaY, Iwasaki N, lwamoto Y, YamadaY, Seno Y, MaegawaH, Kashiwagi A,
Takeda J, MaedaE, Shin HD, ChoYM, Pak KS, Lee HK, Ng MC, Ma RC, SoWY,
Chan JC, Lyssenko V, Tuomi T, Nilsson P, Groop L, Kamaani N, Sekine A,
NakamuaY, YamamotoK, YoshidaT, TokunayaK, ItakuraM, Makino H, NanjoK,
Kadowaki T, KasugaM. Variantsin KCNQ1 areasso@ted with suscetibility to type
2 diabetesnelitus Nat Genet 2008Aug 17.[Epubahea of print]

BakhtadzeE, CervinC, Lindholm E, Borg H, Nilsson P, Arnqvist HJ, etal. Comma
variants in the TCF7L2 gere discriminatebetweenautommuneandnonautoimmune
diabets in young(15-34 yearg but notin middle-aged(40-59 years) diabdic patients.
Diabetologia 2008;51:222432.

Mokhtari A, Bellinetto-Ford L, MelanderO, NilssonPM. Detaminants of increasing
pulsepressuraluring 23-yearsfollow-up asa markerof arteial stiffnessandvascular
aceing. Blood Pressure 2008;17:291-7.

LyssenkoV, Nagorry CL, ErdosMR, Wierup N, Jonssom, Spégé P, Bugliani M,
SaxenaR, FexM, PulizziN, IsomaaB, Tuom T, Nilsson P, KuusistoJ, Tuomilehto J,
BoehnkeM, AltshulerD, Surdler F, ErikssonJG,JadksonAU, LaaksoM, MarchettiP,
WatanabeRM, Mulder H, Groop L. Commonvariantin MTNR1B asseiated with
increased risk of type 2 diabetesand impaired early insulin secréion. Nature Genet
2009 41:82-8.

Gudbjornsddir S, CederholmJ, EegOlofssonK, EliassonB, Zethdius B, Nilsson
PM; on behalf of the SwedishNational Diabetes Registe. Risk factor contol in
patientswith type 2 diabetesand cororary heat diseae Findingsfrom the Swedish
National DiabetedRegiger (NDR). Diabetic Medicine 2009;26:53-60.

. Tarugi P, GomaraschiM, Nilsson P, Favari E, Adorni MP, Bernini F, Sirtori CR,

Franceshini G, CalabresiL.A novel mutaton in CETP gene as a causeof CETP
defidencyin A Cawasiankindred.Atherosclerosis 2009Janl15. [Epubaheadof print].
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Ahrén B, SchweizerA, DejagerS, Dunning BE, Nilsson PM, PeassonM, Foley JE.
Vildagliptin Enhanceslslet Responsigenessto Both Hyper and Hypoglyema in
Patients with Type 2 Diabetes J Clin Endocrin Metab 2009, Jan27. [Epub aheadof
print]

Newton-Cheh C, Larson GL, Vasan RS, Levy D, ....Nilsson PM, ... et al.
Assaiation of common variantsin NPPA and NPPB with circulating natriuretic
peptdes and blood pressure. Nature Genetics 2009 (online publication)
DOI:10.1038/ng328. Availabe at: http:/Avww.naure.coninaturegenécs.

Smith GJ, MelanderO, Lévkvist H, HedbladB, EngstromG, Nilsson P, CarlsonJ,
BerglundG, Norrving B, LindgrenA. Commongenetic variantson chromosome9p21
confersrisk of ischaemicstroke: a large-scalegendic asso@tion study. Circulation:
Cardovascubar Genetics2009 Publishedonline before print Februay 12, 2009, doi:
10.1161/CIRCGERTICS.108.835173

Authors/TaskForce Membes: Manca G, De Baker G, Dominiczak A, Cifkova R,
FagardR, ....Nilsson PM, ...... 2007 Guidelines for the Managementof Arterial
Hypertension:The Task Forcefor the Managenent of Arterial Hyperensionof the
Eurgoean Sockety of HypertensionESH) and of the Europen Sodety of Cardiology
(ESQ. Eur Heart J 2007;28:1462536,J Hypertens 2007;25:110587.

Nilsson PM, Lurbe E, Laurent S. The early life origins of vascula ageirg and
cardovascularisk: the EVA syndrome.(Review). J Hypertens 2008;26:10491057.

Newton-Cheh C, Johnsen T, GatevaV, Tobin MD, Bochud M, Coin L, Najjar LS,

Zhao JH, Heath SC, Eyheramendys, PapadakiK, Voight BF, Soott LJ, ZhangF,

FarrallM, TanakaT, Wallace C, WaggottD, ChambersIC, Nilsson P, vanderHarstP,
OnlandMoretN-C, Polidoro S,Wain LV, Elliott KS, Uiterwad CS,BotsML, Burton
BR, Hadley D, McArdle WL, WTCCC, Brown M, Dominiczak A, NewhouseSJ,
SamaniNJ, WebsterJ, Zeggini E, Bedkmann JS, Bergmann S, Lim N, SongK,

Vollenweider P, WaeberG, WaterworthDM, Yuan X, Bull SB, de Boer I, Diabetes
Control and Complications Trial/Epidemology of Diabeges Interventions and
ComplicationsResearclGroup, GroopL, Orho-MelanderM, BarrosoB, Binghan SA,
Khaw S-A, Luben RN, Sanchu MS, Allione A, Gregorio AD, GuarreraS, PanicoS,

RicceriF, RomanazziV, SacerdoteC, VineisP, Boehnle M, Bonnycate LL, Collins
FS,JacksomU, Mohlke KL, StringhamHM, Valle TT, Willer CJ,Déring A, Gieger
C, lllig T, Lichtner P, Meitinger T, Org E, Wichmann HE, Berglund G, Freamer NB,

Hartikainen A-L, McCarthy MI, O'Reilly PF, PelbnenL, Pouta A, de Jong PE,
SniederH, van Gilst WH, Collins R, God A, HamstenA, PedenJF, Se=dorf U,

SyvénenA-C, Tognoni G, LakattaEG, Sanna S, Scheé P, Schlessinge P, Sauteri A,

Galan P, Herclerg S, LathropGM, ZelenekaD, Delouka P, SoranzaN, Williams FM,
Zhai G, GrobbeeDE, NumansME, Matullo G, van der Schouw YT, Navis G, Kooner
JS PatersonAD, Connell JM, FerruccilL, Watkins H, Specor TD, Tuomilehto J,

Bandinelli S, Altshder D, StrachanD, Laan M, MenetonP, Warehan NJ, Uda M,

JarvelinM-R, MooserV, MelanderO, Loos RJF,Elliott P, AbecasisGR, Caulfield M,

Munroe PB. Five blood pressurdoci identified by genone-wide assocition study of

26,644people:GlobalBPgenconsortiumNat Genet 2009,in presg(May 2009).
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2. Joakim Dillner, MD, PhD, Professor of Virology, LU

University degree
1995: M.D. (Doctorof Medicine),Karolinskalnsttutet, Stodkholm, Sweden.

Doctoral degree

1986: Dr. Med. Sc. in Tumor Biology, Karolinska Institutet, Stodkholm, Sweden.
Doctoral thess: “ldentification and characterization of Epstein-Barr virus
encoded proteins in EBV-transformed cells’. Supervisor:Professor George
Klein.

Relevant post-doctoral experience

19881992: ResearchAsdstantat the Dept of Virology, Karolinskalnstitutet, Stocklolm,
Swed@. Fouryear position awarded by the Swedsh Medical Resarch
Council.

19861988: Postloctoral ResearchFellow at the Dept of Molecular Biology, Research
Institute of ScrippsClinic, La Jolla, California USA.

Associate professor ship “ Docent”
1990: Docentin Virology, Kardinska Institutet Stockholm Sweden.

Present employment, time of appointment, timefor research in the employment

2002Xpresent: Professorof Virology, paricularly Molecula Epidemblogy. Departmentof
Medical Microbiology, MAS Universty Hospital, Lund University, Malmg,
Sweda. Fulltime researclprofessrship.
A parttime (30%) clinical appointmenis devotel to managng the Regonal
Cewical Screenig registry and the HPV laborabry (WHO global reference
labaratory). During 2001-2007 the appantment also included managemenbof
the regionalbiobankirg facilities.

Previous employments and time of appointments

20022007: Coordinator for the Swedish National Biobanking Program within the
Wallenbeg Foundaion Consrtiumsin Functiond Genomes (SWEGENEand
Wallenbeg ConsortiumNorth). The Biobanking Progran hada total budget of
about54 million SEK. | had50% appontment, and wasthereforeon leaveof
absencdrom professorkip at Lund University.

2001-2004: Responsibldor the Biobanksat the Swedsh Institute for Infectious Disease
Control.

20002001: Associate profesor in Molecular Epidemology, Dept of Medical
Microbiology, MAS University Hospital,Lund Universty, Malmd, Sweda.

19982003: Six-year position as Senior Researche in the subgct area "Molecular
Epidemiobgy", awardedoy the Medical ResearchCoundl of Sweden.

19961999: Visiting ProfessorPeptof Infectious DiseaseEpidemniology, FinnishNational
Puwlic Healh Institute, Helgnki, Finland, with teachirg responsibity at the
PostgraduateSchool of Epidemiology, TampereUniversity Scool of Public
Health, Tampere, Finland. Visiting professorsip funded by the Nordic
Academyfor AdvancedStudies.

19931997: Six-year postion as Cancer Reseecher, awardedby the Swedish Cancer
Sciety, stational at the Microbiology & Tumor Biology Cener, Kardinska
Institute.

19902000: Associateprofesorin Virology atthe Karolinskalnstitute.
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19881992:

1986:1988:

The Lund University application for EpiHealth, 2009
Research constellation

ResearchAssistantat the Dept of Virology, Karolinska Institute. Fouryear
position awaded by the Swedish Medial Research Coundl. Research on
viruses ascause®f cancermainly papillomavirusandEpsten-Barr virus.
Postloctoral ResearchFellow at the Dept of Molecular Biology, Research
Institute of ScrippsClinic, La Jolla, California, USA. Supervisor:Dr Richard
Lerner.

People that have graduated with a doctoral degree, for which the applicant has been
main super visor

LenaDillner, M.D. Ph.D, degreel 9.
Pirkko Heino,Ph.D,degee1996.
ZhaohuiWang,Ph.D,degre€l999.
Veronika af GejersstampPh.D, degree2000.
Lennat Kjellberg, M.D., Ph.D,degree2000.
KristinaElfgren,M.D, Ph.D.degree2003.
XiaohongWang, Ph.D,degre€2004.
LisenArnheim, Ph.D,degee2005.
KristinaHazard,PhD, degree2007.
PortusNauclér,Ph.D,degree2007.

Annika Lundsig, Ph.D,degree2007.

Malin Sjéhom, Ph.D,degree2008.

Jarka Ryding, Ph,D, degree2008.
ZoltanKorodi, Ph.D,degree2008.

Commissions of Trust
2004 present: Memberof the Boardof the Norwegian Functional Genonics initiative FUGE,

20022007:
2001-2005,
2007:

20032007:

20022005:

appointedby the ScienceCouncil of Norway. FUGE is one of the world’s
largestfunctionalgenomicdnitiativeswith a 1500million NOK budget.
Member of the prioritisation commitee for Epidemology of the Swedish
CancerScciety (Cancerfonden006alsoActing Charmanof the commitee
Memberof the prioritisation commitee for Microbiology of the Science
Councilof Sweden(Vetenskapsidet).

Memberof the prioritisation comnittee for Clinical Researk, (ALF) County
Councilof Skane.

Member of the SteeringGroup of the Norwegan National Cervical Cancer
ScreeningProgram,appointedoy the Norwegian Ministry of Health.

200Xpresent:Member of the Steerng Group of the Swedish National Quality Registry of

1999,2000,
2005,2006:

Cewical CancerSaeening.The SteeringGroup apponteditself, but built the
Qudity Registy with fundingfrom the Swedish Nationd Board of Hedth and
Welfare.

Expertevaluator1® 2" and 3" call of the Biomed5, Key Action 2, Infectious
Diseass, and Biomed 6, Caner area (2005) and Infectious Diseaseq2006),
EuropeanUnion Biomedcine andHealthprogranme, Brusses.

Various appontmentsasexternalexpertexamniner for grant applicationsor professoships,the
mostnoteworhy onesbeingthe National Institute of Hedth, USA, andthe Office of Health
Tednology Assessmentf the UnitedKingdom
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Selected publicationsfor Joakim Dillner

1.

10.

Soderund-Strand,A., Carlson,J. andDillner, J. A modified generalprimer PCRsystem
for sengtive detecton of multiple typesof oncayenicHumanPapilomavirus. Journal of
Clinical Microbiology. Epubaheadof print. 2009.

Kullander, J., Forslund,O. and Dillner, J. Staphyloc@cus auraus and squamouscell
carcinomaof the skin. Cancer Epidemiology, Biomarkers & Prevention. 18. 472-478.
2009.

Nauckr, P., Ryd, W., Térnkerg, S., Strand, A., Waddl, G., Elfgren, K., Radberg,T.,
Strander,B., Forslund, O., Hansen, B.G., Hagnar, B., Johaasson,B., Rylander,E. and
Dillner, J. Effi cacyof HPV-basedprimary cervical cance saeenirg with cytology triage
or repeatHPV test.Journal of the National Cancer Institute. 101. 88-99.20009.

Vasilevic, N., Hazard K., Dillner, J. and Forsund, O. Four novel human
betapapillomairusesof species2 preferentally found in actinic keratosis.Journal of
General Virology. 89. 2467-2474.2008.

Dillner, J., Rebolj, M., Birembaut P., Pety, K-U., Szaewski, A., Munk, C., de Sanjose,
S., Naucler,P., Lloveras,B., Kjaer, S., Cuzick, J., van Ballegooign, M., Clavel, C. and
Iftner, T. Longterm predictivevaluesof cytology and humanpapilomavirus testingin

cervical cance screening:joint Europea cohort study. British Medical Journal.

337:a1754 2008.

Ryding, J., French,K.M., Naucle, P., Barnabas, R.V., Garnet, G.P. and Dillner, J.
Seroepidemiabgy as basisfor designof a HumanPapllomavirus vaccingion progam.
Vaccine. 26. 52635268.2008.

Andrae,B., Kemetli, L., SparénpP., Silfverdal, L., Strander,B., Ryd, W., Dillner, J. and
Tornberg,S. Screeningpreventablecervical caner risks: Evidencefrom a nationwide
audit in Sweden.Journal of the National Cancer Institute. 100. 622629, 2008.

Bjerre, P., Silferdal, L., Dillner, L., Hagmar, B., Edvardsson,H., Dillner, J. and
AnderssorEllstrdm, A. A randomizedrial of basingtreament on HPV andbr cytology
results in low grade cervical leson triage. American Journal of Obstetrics and
Gynecology. 199. 24.e1-24.e7.2008.

Sj6holm, MI., Dillner, J. and Carlson, J. Multiplex detecion of humanhempesviruses
from archval specimensusing MAL DI-TOF mass spectronetry. Journal of Clinical
Microbiology. 46. 540-545.2008.

AnderssonK., Waterboer,T., Kirnbauer,R., Slupdzky, K., Iftner, T., de Villiers, E-M.,
Forslund, O., Pawlita, M. and Dillner, J. Seoreacivity to cutaneos human
Papillomavirusesamongpatientswith non melanomaskin can@r or benign skin lesions.
Cancer Epidemiology, Biomarkers & Prevention. 17. 189-195 2008.
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15.

16.

17.

18.

19.

20.

21.
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Kullander, J., Handisurya,A., Forslund,O., Geusal, A., Kirnbauer, R. and Dillner, J.
CutaneousHumanPapillomavirus88: Remarkabe differences in viral load. International
Journal of Cancer. 122. 477-480.2008.

Bistdetti, P., Sennfalt,K. and Dillner, J. Costeffedivenessof primary cytology and
HPV DNA cervicalscreeninglnternational Journal of Cancer. 122. 372-376.2008.

Soderund-Strand,A., Dillner, J., Carlson, J. High-throughputgenotypingof oncogenic
humanpapiloma viruseswith MALDI-TOF masssped¢romety. Clinical Chemistry. 54.
86-92.2008.

Nauckr, P., Ryd, W., Térnkerg, S., Strand, A., Waddl, G., Elfgren, K., Radberg,T.,
Strander, B., Forslund, O., Hans®n, B-G., Rylande, E. and Dillner, J. Human
Papllomavirus and papanicolaouteststo screen for cervical cance. The New England
Journal of Medicine. 357. 15891597.2007.

FUTURE Il Study Group. Quadrivdent vacane against Human Papllomavirus to
prevent high-grade cervical intraepithelal neoplaia. The New England Journal of
Medicine. 356. 19151927.2007.

Helgesson,G., Dillner, J., Carlson, J., Barram, C.R. and Hansson,M.G. Ethical
frameworkfor previouslycollectedbiobanksampés.Nature Biotechnology. 25. 973-976.
2007.

Sj6holm,M.I.L., Dillner, J. andCarlson,J. Assessingjuaity andfunctionality of DNA
from fresh and archival dried blood spots and recommendatons for quality contol
guidelines.Clinical Chemistry. 53. 1401-1407.2007.

Nauckr, P.,Ryd, W., Térnberg,S., Strand,A., Wadell, G., HanssonB-G., Rylander E.
and Dillner, J. HPV type-specificrisks of high grade CIN during4 yearsof follow-up: A
populationbasedorogectivestudy British Journal of Cancer. 97. 129-132.2007.

Forsund, O., Iftner, T., Anderson,K., Lindelof, B., Hradil, E., Nordin, P., Stenquist,B.,
Kirnbauer, O., Dillner, J. and de Villi ers, E-M. Cutaneoushuman papillomaviuses
foundin sunexposedskin: Betapapillomavrus specis 2 predomnatesin squamousell
carcinomaJournal of Infectious Diseases. 196. 876-883.2007.

Lundstig A., Stattin, P., PerssonK., Sasnhauskas(., Visddi, R.P.,Gislefoss,R.E. and
Dillner, J. No exces risk for colorectalcan@r among subjeds seropodive for the JC
Polyomavirus. International Journal of Cancer. 121. 10981102.2007.

Hazad, K., AnderssonK., Dillner, J. and Forsund, O. HumanPapilomavirussubtypes
are notuncommonyVirology. 362.6-9. 2007.
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27.

28.

29.

30.

31.
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Vasiljevic, N., Hazard K., EliassonL., Ly, H., Hunzker, A., de Vil liers,E-M., Norrild,
B., Dillner, J. and Fordund, O. Chaactrization of two novd cutane@us human
papillomavirusesHPV 93 and HPV 96. Journal of General Virology. 88. 14791483.
2007.

French,K.M., BarnabasR.V., Lehtinen, M., Kontula, O., Pukkala E., Dillner, J. and
Garnett, G.P. Strategiesfor the introducton of huma papilomavirus vaccination:
modelling the optimum age and sexspecific patern of vaccinaion in Finland. British
Journal of Cancer. 96.514-518.2007.

Pukkah, E., Andersen,A., Berglund, G., Gisld€foss, R., Gudnaon, V., Hallmans,G.,
Jellum, E., Jowsilahti, P., Knekt, P., Koskda, P., Kyyronen, P., Lenner,P., Luostainen,
T., Love, A., OgmundsdottirH., Stattin,P., Tenkanen L., Tryggvadottir, L., Virtamo, J.,
Wadell,G., Widell, A., Lehtinen,M. andDillner, J. Nordic biological specimenbanksas
basisfor studiesof cancercausesand contol — morethan?2 million sanple donors, 25
million personyeas and 100 000 prospecive cancers.Acta Oncologica. 46. 286-307.
2007.

Ryding, J., Dahlberg, L, Wallen-Ohman, M. and Dillner, J. Deletion of a major
neutralizing epitope of Human Papillomavirus type 16 viruslike particles. Journal of
General Virology. 88. 792802.2007.

Nauckr, P., Chen,H.-C., Person,K., You, S-L., Hsieh, C.-Y., Sun,C.-A., Dillner, J.
and Chen, C.-J. Seroprevalete of humanpapilomavirusesand Chlanydia trachomatis
and cervicalcancerrisk: nestedcase-control study. Journal of General Virology. 88. 814
822. 2007.

Hazad, K., Karlsson,A., Anderson,K., Ekberg,H., Dillner, J. And Forslund,O.
Cutaneous Human Papillomavirusespersiston healthy skin. Journal of Investigative
Dermatology. 127. 116-119.2007.

Hansson,M.G., Dillner, J., Bartran, C.R., Carlson, J.A. and Helges®n, G. Should
donors be allowedto give broadconsento future biobankreseach?Lancet Oncology. 7.
266-269.2006.

Hazad, K., Eliasson, L., Dillner, J. and Forsund, O. Subiype HPV38b[FA125]
demonstratehi@erogeneityof HumanPapllomavirus type 38. International Journal of
Cancer. 119. 10731077.2006.

Ferguson M., Heath,A., JohnesS.,Paglusi, S.andDillner, J. Resuls of thefirst WHO
internationalcollaborativestudy on the standadization of the detedion of antibodiesto
humanpapillomaviruses.nternational Journal of Cancer. 118. 15081514.2006.

Tedeschi,R., Luostarinen,T., De Pali, P., Gislefoss,R.E.,, Tenkanen,L., Virtamo, J.,
Koskela,P.,Hallmans,G., LehtinenM. and Dillner, J. Joint Nordic prospedt/e studyon
HumanHerpesvirus8 and multiple mydoma risk. British Journal of Cancer. 93. 834
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33.
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34.

35.

36.

37.

38.
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837. 2005.

Lundstig A., Eliasson,L., Lehtinen, M., Sasnauska¥(., Koskeh, P. and Dillner, J.
Prevalence and stability of humanserumanibodies to simian virus 40 VP1 virus-like
particles. Journal of General Virology. 86. 17031708.2005.

Korodi, Z., Wang, X., TedeschiR., Knekt, P.and Dillner, J. No serologcal evidene of
associationbetweenprostatecancerand infection with Herpes Simplex virus type 2 or
HumanHerpesvirugype 8: A nestedcasecontrol study. Journal of Infectious Diseases.
191. 20082011.2005.

Soderund Strand,A., Rymark P., AnderssonP., Dillner, J. andDillner, L. Comparson
betweenthe Hybrid Capturell Tes anda PCRBased Human Papilomavirus detection
method for diagnosisand posttreatmentollow-up of cervical intraepithelial neoplasia.
Journal of Clinical Microbiology. 43. 3260-3266.2005.

Elfgren K., Rylander,E., Raderg,T., StranderB., Strand A., Pajaren, K., Sjcben, I.,
Ryd, W., Silins, 1., Dillner, J for the Swedscreenstudy group. Colposcopic and
histopathobgic evaluationof women paricipating in popubtion-basel screeningfor
humanpapll omavius deoxyibonucleic acid persisteace.American Journal of Obstetrics
and Gynecology. 193. 650-657.2005.

Stolt, A., Kjellin, M., Sasnaskas,K., Luostarinen, T., Koskda, P., Lehtinen,M. and
Dillner, J. Maternal Human Polyomavrus infection and risk of neuroblgdtomain the
child. International Journal of Cancer. 113. 393-396.2005.

Sjoholm,M.I.L., Hoffmann,G., Lindgren, S., Dillner, J. and Carlson,J. Compari®n of
archival plasma and formalinfixed paraffinrembedde tissue for genotyping in
hepdocellularcarcinoma.Cancer Epidemiology, Biomarkers & Prevention. 14. 251-255.
2005.

Forsund,O., Lindeléf, B., Hradil, E., Nordin, P., Stenqust, B., Kirnbauer,R., Slupetxky,
K. andDillner, J. High prevalerme of cutaneoushuman papilomavirus DNA on the top
of skin tumors but not in “stripped” biopses from the same tumors. Journal of
Investigative Dermatology. 123. 388-394.2004.

Silins, 1., Wang, X., TadesseA., Jasen, K.U., Schiller, J.T., Avall-Lundqvist E.,
FrankendahlIB. andDillner, J. A populaton-basedstudyof cervicd caccinomaandHPV
infedion in Latvia. Gynecologic Oncology. 93. 484-492.2004.

Arbyn, M., Buntinx, F., Van Ranst,M., Parakevaidis, E., Martin-Hirsch, P. andDillner,
J. Virologic versuscytologic triage of women with equivocal pap smears:A meta
analysis of the accuracyto detecthigh-grade intragpithdial neoplasia Journal of the
National Cancer Institute. 96. 280-293.2004.
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47.

48.
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Adami, H-O., Kuper,H., AnderssonS-O., Bergstrom R. andDillner, J. Prostatecancer
risk and serolaic evidenceof Human Papilloma virus infection: A populationbased
casecontrolstudy. Cancer Epidemiology, Biomarkers & Prevention. 12. 872-875.2003.

Stolt, A., Sasnauskass., Koskela, P., Lehtinen, M. and Dillner, J. Seroepidenalogy of
theHuman Polyomaviruseslournal of General Virology. 84. 14991504.2003.

Van Doornum, G.J.J., Korse, C.M., BuningKager, J.C.G.M., Bonfrer, JM.G.,
Horenblas,S., Taal B.G. andDillner, J. Readtivity to Human Papilomavirustype16 L1
virus-like pariclesin serafrom patientswith genital cancerandpaientswith carcinomas
at five different extragenitalsites.British Journal of Cancer. 88. 10951100.2003.

Wang X., Wang, Z., Christensen,N.D. and Dillner, J. Mapping of human seum-
reactive epitopes in virus-like particles of Human Pagillomavrus types 16 and 11.
Virology. 311. 213-221.2003.

Elfgren, K., JacobsM, Walboomes, J.M.M., Meijer, C.J.L.M. and Dillner, J. Rateof
Human Papillomavirus clearanceafter treatment of cervial intragithdial neoplasia.
Obstetrics & Gynecology. 100. 965971.2002.

Bjorge, T., EngelandA., Luostarnen,T., Mork, J., GislefossR.E.,, Jellum, E., Koskela,
P., Lehtinen M., Pukkala,E., ThoresenS.O.andDillner, J.

Human Papill omavirus infection as a risk factor for and and periand skin caner in a
prospectivestudy. British Journal of Cancer. 87. 61-64.2002.

Wallin, K.L., Wiklund, F., Luostarnen, T., Angstém, T., Anttila, T., Bergman,F.,
Hallmans,G., Ikaheimo, I., Koskela, P., Lehtnen, M., Stendahl U., Paavonen,). and
Dillner, J. A popubtion-basedorogectivestudy of Chlamydiatrachomats infectionand
cervicalcarchoma.lnternational Journal of Cancer. 101. 371-374.2002.

Mork, J.,Lie, K., Glattre,E., Hallmans, G., Jellum, E., Koskelg P., Méller, B., Pukkala,
E., Schiller, J.T., Youngman,L., Lehtinen, M. and Dill ner, J. Human Paillomavirus
infedion asarisk factorfor squamouscel carcinoma of the headand neck.New England
Journal of Medicine. 344.11251131.2001.

Elfgren, K., Kalantari,M., Moberger,B., Hagma, B. andDill ner, J. A populationbased
five-yearfollow-up studyof cervicalHuman Papllomavirusinfection. American Journal
of Obstetrics & Gynaecology. 183.561-567.2000.

Wallin, K.L., Wiklund, F., Angstrom T., Bergman, F., Stendah] U., Wadell, G.,
Hallmans,G. and Dillner, J. Type-specific persistace of human papillomavirusDNA
before the developmenbf invasivecervical cancer.New England Journal of Medicine.
341.16331638.1999.
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3. Marju Orho-Melander, PhD, Associate Professor, senior lecturer

Date of Birth
Gender
Nationality
Marital Status

Degreesetc.

Major awards

Memberships  of
societies

Current position

Administrative duties

Resear ch abroad

6612052305

Female

Swedish,Finnish

Married to Olle Melander
Children Wille (2002) and Mella (2004)
Maternityleaves020801031231,0409(-050731

Master of Science, biochemistry (Fil Mag), Departnent of
Biochanmistry, Universty of Helsnki, Finland,1995

PhD in experimental endocrinology (Dr Med.Vet.), Departmer
of Endocrinol@y, Universityof Lund, Swed@, 1999

Associate professor (docent) of experimental endocrinology,
Departmentof Clinical Sciencesn Malmo, Lund Universty, 2004
- EASD-Sankyolnsulin ResstanceProjectAward 2000(Europeal
Association for the Study of Diabdes)
- Greifswab-Lund Award in Community mediche 200z
(Univergtiesof GreifswaldandLund)

lear ned -Board Member of the SSSD (Scandinavia Sockty for the Study

of DiabetesP008

- Chdrman of the Diabetesprogrammeat the Lund Universty
(DPLU) steerng committee 2007

- BoardMember of the Lund University Diabees Cener (LUDC)
steeringconmittee,2006-2007

-Memberof the Boardof Institution of Medicin, Orthopelics anc
Surgery, Lund Universty, 20032004

Senior Lecturer in Medical Research,Lund Universty since
August2008(“Univ ersitetéektor”, permanentpasition), Associae
professorn experimentalendocrinologyet Lund Universty

- Project coordinabr and genotypingproject expert of the Regior
Skane Compeence Certrum 2 (RSKC2) genotyping co-facility,
2007-2008

Millennium PharmaceuticaJs Cambrdge, USA; Dr Giulia
Kemedy,1996

Journals that have consulted Nature Geneics, PLOS genetics,PloS Medicine, Diabetobgia,
the candidate as an expertDiabetes Cellular and Molecular Biology, Pdliatrics, Journal of

reviewer

Grant reviewing

Medical Genetics, Journal of Clinical Endocrinology anc
Metabolism ExperimentalDiabetesResarch MolecularGeretics
and Metabolsm, Journal of Diabetes and its Complications
Human Genetcs, Human Molecular Gengics, PLos Geneics,
JACC

- The National ResearchProgramon Diabetes (PNRD 2006)

Inserm, Fran@
- The National ResearchProgram on Diabets (PNRD 2007)
Inserm, Fran@
- ANR Physo 2006, Inserm Frane

- ANR Physio2007,Inserm, Frarce
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Facuty Opponent for a PhD dissetation:

- Camllla Fridbeg, SahlgrenskaAcademy,Go6teborg Universty,
2007

- Dorit Zobel, CopernagenUniversity, 2008

- Svetana Adamovic, Sahlgrengka Acadeny, Goteborg
University,to bein March2009

- Niels Grarup,CopenhagetJniversity, to bein May 2009

Half-time examinator for PhD studies:

- Tove Fall, Uppsla Universty, 2007
- Sofia Lagerholm, Lund University, 2006
- Yang Zharg De Marinis Lund Universiy, 2005

Med. Lic. Dissertaton opponent
- Emmalarzenius, Lund University, 2006

PhD students, as main supervisor:
1. JennyFrediksson “Genespredisposingo type 2 diabetesanc
cardovasculamortality”, 2006

2. MarketaSjogren’Geneticsof type 2 diabetesandthe metabolic
syndrome”, 2008.

3. CharlottaRoos, 2007-

4. lvanaStojkovich, 2009-

PhD students, as assstant supervisor:
1. Olle Melander,"Geneticfactorsin primaryhyperension”,

2. Mia Klannemak, "Genetics of type 2 diabets and the
metabolic syndrome2001

3. Martin Calsson,"Common variantsin genesregulaing free
fatty acid metabolism and risk of type 2 diabetes anc
cardovasculardisease”

4. Kristina Bengtssen, "Genetic factors cortributig to
hypertension With emphas on hypertensionn Type 2 diabets"
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Selected publicationsfor Marju Orho-Melander

1. NewtonChehC, JohnsonT, GatevaV, Tobin MD, BochudM, Coin L, Najjar LS, ZhaoJH,
Heah SC, Eyheramend S, Papadaki¥, Voight BF, Satt LJ, ZhangF, Farrdl M, TamakaT,
Wallace C, Waggott D, ChambersJC, Nilsson P, van der Harst P, Onland-Moret N-C,
Polidoro S, Wain LV, Elliott KS, Uiterwaal CS, Bots ML, Burton BR, Hadley D, McArdle
WL, WTCCC, Brown M, DominiczakA, NewhouseSJ, SamaniNJ, WebsterJ, Zeggni E,
BeckmannJS, Bergmam S, Lim N, SongK, Vollenweide P, WaeberG, Watemworth DM,
Yuan X, Bull SB, de Boer I, DiabetesControl and Compications Trial/Epidemiology of
DiabetesInterventons and ComplicationsResearchGroup, Groop L, Orho-Melander M,
Barro® B, Bingham SA, Khaw S-A, Luben RN, SandhuMS, Allione A, Gregoro AD,
GuarreraS, Panco S, Ricceri F, Romanazz V, Sacedote C, Vineis P, Boehnke M,
Bonnycade LL, Cdlins FS, JacksomAU, Mohlke KL, StinghamHM, Valle TT, Willer CJ,
Doring A, GiegerC, lllig T, Lichtner P, Meitinger T, Org E, WichmannHE, Berdgund G,
FreimerNB, HartikainenA-L, McCarthyMI, O’'Reilly PF,PelonenL, PoutaA, de Jong PE,
Sniede H, vanGilstWH, Collins R, GoelA, Hanmsten A, PedenJF, Sealorf U, SyvanenA-C,
Tognoni G, Lakata EG, SannaS, ScheetP, SchlesshgerP, Scueri A, Galan P, Hercbergs,
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Epub 2008Mar 30.1F=4.045

11. Xinjun Li, Kristina Sundqui¢, Kari Hemminki, Jan Sundquist. Familial risks for
depressionamory siblings basedon hospitlizaions in Sweden.Psychatr Genet. 2008
Apr;18(2):804.1F = 2.257

12. Hemminki K, LennerP, Sundquist J, Bermep JL. Risk of subsequet solid tumorsatfter

nontHodgkin's lymphoma: effect of diagnosic age and time since diagnosis.JClin Oncol.
2008Apr 10;26(11):18507. Epub2008Mar 17.. |F=15.484
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13. Sundquist J, Li X, Fribeg D, Hemminki K, Sundqust K. Obstuctive sleep apnea
syndromein siblings: an8-yearSwedsh follow-up study. Sleep.2008Jun1;31(6):81723.
IF =4.342

14. SundquisiK, MartineusJC,Li X, Hemminki K, Sundquist J. Conmrdantanddiscodant
associationsbetweenrheumatoid arthrtis, systemic lupus erythenabsus and ankylosing
spondylitis basedon all hospitaliationsin Swedenbetwea 1973and2004.
Rhaimatology(Oxford). 2008Jun4. | F=4.045

15. Li X, Sundquist J, SundquistK. Socio&onomt and ocapatonal risk factors for
rheumatoidarthritis: a nationwidestudy basedon hospializaionsin Swede.

JRheumatd. 2008Jun;35(6):98@1. Epub2008May 1. 1F=3.151

16. Zhang H, BermejoJL, Sundquist J, Hemminki K. Modification of se@nd caner risk
after malignant melanana by parental history of cance. Br J Cancer.2008 99:536-8.
| F=4.635

17.LorenzoBermejoJ, Sundquist J, Hemminki K. Effect of parentalhistoryof canceronthe
development of second neoplags after lymphoma at the sane site than the parents.
Leukemia 2008;22:87980. | F=6.924

18. AfsanehKoochek, SvenErik JohanssonTahire O. Kocturk, Jan Sundquist, Kristina
Surdquist. Physical activity and Body Mass Index in eldely Iranians in Sweden: A
populdion-basedstudyEur. J. Clin. Nutr. 2007 Jul 25; [Epubahead of print]. | F = 2.326

19. Sundquist J, Li X, Sundquis K, Hemminki K. Risks of Subarachaid Hemorhage in
Siblings: A Nationwide EpidemiologicalStudy from Swed@. Neuroepideniology. 2007 Nov
27;29(3-4):178184.1F = 2.203

20. Kari Hemminki, Xinjun Li, KristinaSundquistJan Sundquist. Famili al risks for asthma
amongtwins andothersiblingsbasedon hosptalizationsin SwedenClin Exp Allergy. 2007
Sep;37(9)13205. IF=3.729

21. Jan Sundquist, Ahmad Al-Windi, SvenErik JohanssonKristina Sundquist.Sickness
alsene posesa threatto the SwedishWelfare State a crosssectonal study of sickness
absene andself-repatedillness.BMC Public Health 2007,7:45 (2April) 2007.). IF = 1.633

22.Li X, Sundquist J, Sundquistk. Age-specfic familial risks of psychoic disordes and
sdhizophrenia:A nationwide epidemological study from Sweden. Schiophr Res. 2007
Dec97(1-3):43-50. Epub20070ct22.1F = 4.240

23. Mbalilaki JA, Hellenius ML, Masesa Z, Hostmark AT, Sundquist J, Stromme SB.

Physicaladivity andblood lipids in rural andurbanTanzanians. Nutr Metab Cardiovasdis
2007;17:3448.1F=3.174
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24. Catherine Cubbin, Kristina Sundqust, Helena Ahlén, SvenErik JohanssonMarilyn
Winkleby, Jan Sundquist. Neighborhod deprivaion andcardiovascuér diseaerisk factors:
protedive and harmiul effects.ScandJ] of Publc Heath. 2006;34(3)228-37.1F = 1.222

25. Kari Henminki, Xinjun Li, SvenErik JohanssonKristina Sundqust, Jan Sundquist.
Familial Risks for Epilepsy amag Siblings Based on Hospitdizations in Sweden.
Neurcepidemiology. 2006 Aug 11;27(2)67-73 [Epubaheadof print] IF =2.203

26. Mbalilaki JA, Hellénius M-L, Masesa Z, Hastmark AT, Sundquist J, Stramme SB.
Physicalactivity andblood lipids in rural andurbanTanzanians. Nutr Metab CardiovascDis.
2006Jul 7; [Epubaheadof print] 1F=3.174

27. Kristina Sundqust, Jan Qvist, SvenErik Johaasson,Jan Sundquist. The longterm
effect of physicalactivity on incidenceof coronary heart diseaseA 12-year follow-up study.
PrevMed. 2005Jul;41(1):21925.1F = 2.314

28. Kristina Sundquist,SverErik Johansson)JanQvist, Jan Sundquist. Doesoccupational
sccial class predict coronaryheart diseaseafter retirement? A 12-year follow-up study in
Sweden.ScandJ PublicHealth.2005;33(6):447%54. | F = 1.222

29. KristinaSundquistLeenaMaria Johaisson Valeri DeMarinis, SvenErik Johansson]an
Sundquist. Posttaumatic stress disorder and psychatric co-morbidity: symptomsin a
randomsampk of female Bosnianrefugees.Eur Psychatry. 2005 Mar;20(2)15864. |IF =
1.875

30. SvenErik Joharsson,Kristina SundquistJanQvist, Jan Sundquist. Snokelesstobacco
and coronay heart disease:A 12-year follow-up study. EuropeanJ of Cardiovascular
PrewentionandRehabilitation2005Aug;12(4)387-92. 1 F = 1.979 (2006)

31.Jan Sundquist, SvenErik JohanssonMin Yang, Kristina SundquistLow linking social
captal predcts cororary heartdiseasencidence: a follow-up study of 4.5 million Swedes.
SocSci & Med2005Aug 2; [Epubaheadof print] I F = 2.453

32. DawsonA, Sundquist J, Johanssors-E. The influence of ethnicity and lengh of time
since immigrationon physicalactivity. Ethn Health 2005;10(4):293309. IF = 1.372

33. Jan Sundquist, Xinjun Li, SvenErik JohanssonKristna Sundquist.Depressionas a
predidor of hospitlization due to coronaryheat diseae American Journé of Preventive
Medicine.2005Dec;29(5):42833. | F = 3.489.

34. Gadd M, SvenkErik Johansgn, Jan Sundquist, Per Wandell Do immigrants have an
increasegrevalenceof unhealthybehavioursand risk factors for coronaryheat diseaseEur
J Cardiovas@®revRehabil. 2005Dec;12(6):53541. | F = 1.979 (2006)

35. Kristina Sundquist,Xinjun Li, Holger Theobatl, Min Yang, SverErik Jdhansson,Jan
Sundquist. Neighborhoodviolent crime and unempbyment increasethe risk of coronary
heart diseaseA multilevel studyin anurbanseting. SocSci Med. 20050ct 1; [Epubahead
of print]. IF = 2.453

36. Kristina SundquistMartin Lindstrom Marianne Malmstrém, SverErik Johanssonjan
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Sundquist. Socialparticipationandcoronay heartdiseasea foll ow-up study of 6900women
and menin Sweden.Social Science& Medicine2004Feb58(3)61522.1F = 2.453.

37. Kristina SundquistJanQvist, SvenErik JohanssonJan Sundquist. Increasingtrends of
obesityin Swedenbetween1996/97and 2000/01.International Journalof Obesity Related
MetabolicDisorders2004Feb;28(2)254-61. | F = 3.560

38. SundquistK, JohanssorLM, JohanssorS-E, Sundquist J. Socid environmentand
psychiatricill ness:A follow-up study of 9,170women and menin Sweden.Soc Psychiatry
PsychiatrEpidemiol. 2004;39(1):39%44.1F=1.944

39. Wiking E, Johanssn S-E, Sundquist J. Ethnicity, acculturaion, andself reportedhealth.
A populationbasedstudy amongimmigrants from Poland, Turkey, and Iran in Sweden. J
Epidemiol Community Health.2004Jul;58(7):57482. | F = 2.956

40. KristinaSundquistGolin Frank,Jan Sundquist. Urbanisaton andincidenceof psychosis
ard depressionkollow-up study of 4.4 million womenandmenin Swede. British Journalof
Psychiatry2004Apr;184(4):293298 |F =5.446

41. Kristina Sundquist,Jan Qvist, Jan Sundquist, SvenErik JohanssonFrequentand
occasionalphysicalactivity in the elderly: a 12-yea follow-up study of mortality. Ameiican
Joumnal of Prevenive Medicine.2004Jul;27(1):2227.1F = 3.489

42. Pudarc S, Sundquist J, JohanssorSE. County of birth, instrunmentd adivities of daily
living, selfrated healthandmortality: a Swedsh populaton-basedsurveyof peopleaged55-
79.SocSciMed.2003;56(12):249%03.1F = 2.453

43. RobertsonE, Iglesiask, JohanssoisE, Sundquist J. Migration staus and limiting long-
starding illness: a longitudinal study of women of childbearirg age in Sweden. Eur J Public
Hedth. 2003;13(2):99104.1F=1.910.

44. Sundqust K, Malmgrom M, JohanssoisE, Sundquist J. Care NeedIndex, a usefultool
for the distribution of primary health care resour@s. J Epidemol Community Health. 2003
May;57(5):34752. | F = 2.956

45. Jan Sundquist, PerOlof Ogergren, Kristina Sundquist, SvenErik Johaisson.
Psychosocialworking conditions and sdf-reported longterm illness: a populationbased
study of Swedshborn and foreign-born employed persons.Ethnicty and Health 2003
Nov;8(4):30717.1F = 1.372

46. Rodrigirez MA, Winkleby MA, Ahn D, Sundquist J, Kraemer HC. Identification of
populdion subgroup of childrenandadokscers with high asthmaprevaknce findingsfrom
the Third National Health and Nutrition Exanination Survey. Arch Pedidr Adolesc Med
2002;156(3R269-75.1F= 3.725.

47. Hemmnki K, Li X, SundquistK, Sundquist J. Fanilial risks for commondiseases:

Etiologic cluesand guidanceto geneidentificaion. Mutat Res. 2008 Jan 12; [Epub aheadof
print] IF =4.353
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5. Solve EImstahl, MD, PhD, Professor of Geriatrics, LU

Qualifications

University Medical Degree (lakar<amen) (MD), University of Lund, 1982
Doctor of Medical Science(medicinedoktor) (PhD) University of Lund, 1987 Title "Hospital
nutrition in geriatic long-stay medicine.Dietay intake, body composiion and the effects of
experimenaél changes". Authorization to pradise the medical profession as physician
(lakarlegitmation) in Swedenby the National SwedishBoard of Heath and Welfare, 1985.
Licensedto pracice Geriatric Medicine (spedalistkompéensi geriatrik), Authorization from
the National Swedsh Board of Health and Welfare, 1990. Appointed as Associateprofessor
(docent)in Geriatric Medicine,Universityof Lund,1991.

Clinical positions

Senior physkcian in Geriatric Medicine since 1991 at the Clinic of Geriatric Medicine,
(Geriatriskt utvecklingscentrumMalmé Universty Hospital. Appointed as Director of the
Clinic of Geriatic Medicine,Malmd University Hosptal since1997- present

Resear ch

The researchgroup works mainly within three areasrelated to clinical and epidemiologcal
geriatric researchon cognition functioninganddisabilty; and nutrition. EImstahl is headof the
division and leaderof the group compising 4 postdos., 1 assprof. and9 PhD studentsRisk
facorsfor impaired cognition arestudied,espedcally blood pressureeguldion andcerebal blood
flow. Other studies relate to cognitive function and motor function as well as functioning.
Objectivesof condicted RCT arestrokerehabilit ation and effects of strokecaremodels;pressue
ulcer treatmentwith UV light (I andll), effects of ondangtronon cogntion anddementiaanda
caregiver model with psychoscial eduation. Studies on geriatric nutrition are related to
assaiation betwveenmicronutrientsand ostepoross anddevdopment andassesmenbf different
dietary methodsRisk factorsfor low bonedensiy and fractures andlong term consequencefor
functioning are studied usng different cohat studies. EImstahl was the co-applicant for the
prospectivecohortstudy Malmd Kost Cancer(MDCS, n=28098) sincethe start1989andongoing
analyses focus on incident fracturesand biomarkes in collaboraton with Géteborgand Umea
University. Previouscollaborationon dietary factorsincludesint. Agencyfor Reseath on Cancer,
Lyon.

Elmstahlis aso the Pl of the ongoirg prospedie cohort study “Gott Aldrandei Sk&ne”(GAS),
part of the Swedishnational study on Aging and Care (SNAC), supporte by the Ministry of
Sodial Affairs, Vardal Foundation,FAS, SwedishReseach Coundl. The objectivesare to analyse
healhy agng, predictorsof impaired functioning and disabiity and clinicd course of chronic
diseasesin agng andalsoin relationto hedth care utilization. So far, 15 PhD studentsare using
datafrom the projectsincethe start 2001of whom 7 havedefendedtheir dissertatiorby the endof
summer 2009. Other geriatric epidemiologial reseach study the influence of gendey ethnicity
and residentialplaceon morbidity, causeof dedh and mortdity amorg elde subjectsusing the
Ageing and ethnicity cohort followed for 30 yeas (n=742668 subjects) in collabordion with
Vaxjo University. Supporthasalsobeengivenfrom the Medicd ResearchFoundatiorto establish
an internatonalnework relatedto longitudinal studieson agingin Europeand US.

Elmstahlis also one of the co-applicantsfor CASE, the Centre for Ageing and Supportive
Environmentsgstalishedin 2007asoneout of two national centresof excellencefor research
on ageingwith 10-yearfundingfrom FAS.

Academic positions

Full  professor of Geriatric Medicine, Lund University 2001 - presen

Sernior Lecurer  of Geriatric  Medicine,  Lund University  19952000.
Acting professoiof GeriatricMedicine,Lund University 19911994

30



The Lund University application for EpiHealth, 2009
Research constellation

Head of the Division of Geriatric Medicine at the Depts. Communty Medicine and Health
Sciencessinge 1995 present

Acting Headof the Departmenbf Communty Medicine 19972004

Acting Hea of Departmenbf HealthSciences2005presentDirector of the Resarch platform
on Elderly, at the National Vardal Institute, since the start of the Institute 2002 until 2006,
comprising 15 PhD studentsand about30 different researh projeds. Appointed as Scientific
Advisor in Geriatic Medicine and geriatrc rehabilitation for the Swedish National Board of
Healthand Welfare, 2000- pregnt. Appointed as Scientific memnber of the Nationalscientific
committee (The National ExpertGroupon Diet, Physcal activity andHeath) by the National
Food Administraton, Sweden1993- 2006. AppointedasScientific memberof the BoardLund
University Cente for Resarchon Handiap and Rehailitaton (HAREC) andthe Boad for
Centre for Aging ResearchMalmd. Appointed by the Swedish governmat as Scientific
memberin the Regional Ethical Commitee Lund, 2004 - present.Appointed as Scientific
memberof the SwedishCouncilon Technoloy Assessment Heath Care(SBU), 2006-.

Past and present supervision of doctoral students

Henrik Ostberg "Retirement,healthand sociopsychol@ical condiions. A longtudinal study
of 116 municipally employed women in Malmd 1992", (main supervisoy, 1992.

Lena Annerstedt "On groupliving carefor denmentel elderly. Experiencesfrom the Malmo
model" (assistantsupervisoip95.

Ulla Mélin Emilsson "Vardagi olika varldar,dement patre gruppboaden"from the Faculty
of Medicine and Social Sciencegmain supervisorsR EliassorLappilainen and S Elmstahl)

1998.

Arkadiusz Sennicki-Lantz "Cerebralblood flow and cognition. Clinical studieson dementia
and cognitivededine with specialreferenceo blood pressurg (main supervsor), 2000.

Mats Persson "Aspectsof nutrition in geridric paients - especially dietary assessmenintake
and requiremerg” (mainsupervisr), 2002.

Sgne Andren “Family caregiverof personsvith dementa. Experiencesof burden, satisfaction
and psychosaial intervention.” (mainsupervisor),2006.

Bjorn Albin “ Morbidity andmortality in foreign-born Sweds.” (main supervsorn, 2006

Faina Reinprecht “Hypertension,blood pressure,cogniion and cerebra blood flow in the
cohort of Menborn1914”. (mainsuperviion), 2006

Henrik Ekstrom “ The influenceof fracture on acivity, socil paricipation and quality of life
among olderaduls” (2009-04-24)

Maria Wadman “ Clinical pregntation, prognosic factors and epidemblogy of ischamic
bowel diseasen thevery old” (2009-05-15)

Publications, external examiner, refereeing

About 120 peerreviewed publicationsin the areaof geriatric medcine, cogntion andgeratric

nutrition. Externalexaminerfor acadent degreesof M.D. several times and pastand present
refereeinginclude J Internal Medicine, Eur J Nutrition, Int J Epidemblogy, Scand J Caring
Sciences Age Aging, J RehabMed, Eur J Ageing.

Funding
During the period 2003 to 2008fundedwith > 40 milj . SEK.
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50 Selected publications for Solve Elmstahl

10.

11.

12.

Elmstahl S, Blabolil V, Fex G, Kuller R, SteenB. Hospital nutrition in geriatic long
termcaremedichnel. Effectsof achangedned environment Compr Gerontol, 1987,1A,
2933

Elmstahl S. Energyexpenditue, enggy intake and body conpostion in geriatric long-
stay patientsCompr Gerontol,1987,1A, 118125.

BrattstromL, Stavenowl, GalvardH, NilssorEhle P, BerntorpE, Jernbrp P, EImstahl
S, PesahRasmusseil. Pyridaxine reducescholesterol and low-densitylipoproteinand
increasesanithrombin Il activity in 80 year old men with low plasmapyridoxal 5-
phosplate.Scand] Clin LabInvest1990,50:873-7.

Elmstahl S, Jarnblad G, Stavenowl, JerntorpP, PessahRasmusserH, Galvard H,
NilssonEhle P. Body compositionand dietay habis in 80-yearold smoking men
withoutcardiovascuar diseas. Aging Clin Exp Res,1991,3:269-277.

Elmstahl S, Peterson M, Lilia B, Samuésson S-M, Rosénl, Bjuno L. Autonomic
cardiovasular respamsesto tilting in patents with Alzhemer's disease and reference
valuesin heathy elderly women Age andAgeing, 1992;21:3037.

Elmstahl S, WingeL. Increagd swed sodiumconcentrgion in patientswith Alzheimer’s
diseaseDementa 1993,4:50-53.

Elmstahl S, GardsellP, RingsbergK, Sernbol. Body compositon and its relation to
bone massand musclestrengthin an urbananda rural populdion. Aging Clin Exp Res
1993,5:47-54.

Berglund G, Elmstahl S, JanzonL, LarssonSA. The Malmo Diet and CancerStudy.
Desigh andfeasality. JInternalMedicine1993,233:4551.

Elmstahl S, SiennickiLantzA, Lilja B, Bjuno L. A studyof regional cerelyal bloodflow
using Tc-99m HMPAO-SPECT in elderly women with Alzheimer’s disease Dementia
1994;5:3029.

Elmstahl S, Lilja B, Bergqvig D, Brunkval J. Hydrotherayy of patientswith intermittent
claudiocation - anovelapproacho improvesystolc ankle pressureand reducesymptoms.
Int Angiology 1995;14 389-94.

Elmstahl S, Wallstrom P, JohanssorlJ, Janzon L. The prevdence of anaena and
sypplementusein a Swedishmiddle-agad popultion. Resuts from the Malmé Diet and
Cancerstudy. EuropJ Clin Nutr, 1996;50: 450-5.

Elmstahl S, MalmbergB, Annerstedt_. Caregver’sburdenof patientsthree yeas after

stroke assessethy a novel caregiverburdenscde. Archives of Physicd Medicine and
Rehahl996;77:177-82.
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Elmstahl S, SammerM, HagbergB. A 3-yea follow-up of strokepatients.Relationships
betveen acivities of daily living and personaty charateristics. Arch Gerontology
Geriatrics,1996;22: 233-44.

Elmstahl S, Riboli E, LindgardeF, GullbergB, Saacci R. The Malmd Food Study.The
relative validity of a modified diet history method and an extensive food frequency
guestimnare for measuringood intake.EuropJ Clin Nutr 1996;50: 143-51.

LarssonH, EImstahl S, AhrénB. Plasmadeptin correlaesto islet functon independently
of bodyfatin humansDiabetes;1996;45: 15804.

Elmstahl S, GullbergB. Biasin diet assessmant methods- conse@uencesof collinearity
on samplesizecalcuationsandexposue variables.Int J Epidem1997;26: 10719.

Elmstahl S, Rosénl. Posturalhypaensionand EEG varieblespredicts cognitivedecline.
Resultsfrom a 5-yearfollow-up of healty elderly women.Demenia, 1997;8: 180-187.

PeroR, OlssonA, Bryngelssm C, Calsson S, Janzon L, Berglund G, Elmstahl S.
Quality contol program for storageof biologically bankedblood speémens in the
Malma Diet and Cancerstudy. CancerEpidemiology, Biomarkers& Prevention 1998;7,
803-8.

Elmstahl S, Gullberg B, JanzonL, Johnel O, Elmsténl B. Increasd incidence of
fractures in middle-aged and elderly men with low intakesof phosphorusand zinc.
Oste@orosisinternational 1998,8:33340.

Elmstahl S, SvensonU, BerglundG. Fernental milk productsare associatedo ulcer
diseaseResuls from a cross- sectionalpopuldion study. Eur J Clin Nutr, 1998 52: 668
74.

deKanterM, Lilja B, Elmstahl S, ErikssonKF, Sundqvst G. Orthostaic blood pressure
in diabeticpaients: a progectivestudy.Clinical AutonomicResearch]1998;8: 189-93.

Elmstahl S, Wabhlfrid C. Increasedittenion needéd for frail elderlyinitially admitedto
the Emergeng departmentor lack of community support.Aging Clinical Expeimental
Researl, 1999;11:56-60.

Elmstahl S, Bulow M, EkbergO, PaersonM, TegnerO. Dysphagictreatmentimprove
nutritional condtions in stroke patientswith swdlowing dysfuncion. Dysphayia, 1999;
14; 61-66.

OnningG, WallmarkA, Perssorvl, AkessonB, EImstahl S, OsteR. Consumptiorof oat
milk for five weekslowersserumcholesteol andLDL cholesteol in free living menwith
moderatéhypercholesterolemigAnn Nutr Metab1999;43: 301-9.

Bianchini F, ElImstahl S, MartinezGarcia C, van Kappel A-L, Douki T, Ohshima H,

Riboli E, Kaaks. Oxidative DNA damae in human lymphocytes:correltions with
plasmadevelsof a-tocgherol andcarotenoidsCarcinogemsis,2000:21 321-4.
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Lindstrém M, HansonB, BrunnerE, Wirfélt E, EImstéhl S, Mattissonl, Ostergen P-O.
Socioeonomc differencesin fat-intake in a middle-aged populaton: report from the
Malma Diet andCancerstudy Int J Epidemiol, 2000;29: 438-448.

Persson,M, Elmstahl S, Westererp KR. Validation of a dietary recad routine in
geriatricpaients usingdoublylabelledwate. Eur J Clin Nutr, 2000;54: 789-79.

BjorkmanP, Widell A, VeressB, Verbaa H, Hoffman G, Elmstahl S, LindgrenS. The
prevalencendsignificanceof GBV-C/HGYV infection in patientsinvestigated for chronic
liver diseaseandin the geneal populationin soutern SwedenScandJ Infect Dis 2001;
33 1-7.

ChajésV, Elmstahl S, MartinezGarciaC, Van Kappel AL, Bianchni F, KaaksR, Riboli

E. Comparson of fatty acid profile in plasmaphospholpids in womenfrom Granada
(sauthernSpain) andMalma (southernSweden)Int J Vitamin Nutrition Research,2001;
71(4): 237-242.

Bianchini F, Jaeckel A, Vineis P, MartinezGarda C, EImstahl S, van Kappel AL,
Boeing H, Ohshima H, Riboli E, Kaaks R. Inverse correldgion between acohol
corsumption and lymphocyte levels of 8-hydroxydeoxyguanosinein humans.
Carcirogenesis2001;vol 22:885890.

Denval V, Elmstahl S, PrigatanoG. Replicaion and constuct validation of the Barow
Neuological Institute screenfor higher cerebralfunction with a Swedishpopulation. J
RehabilMed, 2002;34:1537.

Manjer J, ElImstahl S, JanzonL, Berglund G. Invitation to a populaion-basedcohort
study: differencesbetweensubjectsrecruited using various straegies. Scand J Public
Health 2002;30:103-112.

ReinprechtF, EImstahl S, JanzonL, HansenF. Incidenceand progressionof carotid
stenoss in elderly men: Thirteenyea follow-up of the populdaion cohort“Men bom in
1914”. Int J Angiology 2002;11: 13238

ReinprechtF, EImstahl S, JanzonL, Andre-PeerssonL. Hyperensionand charges of
cogrnitive function in 81-yearold men.A 13-year foll ow-up of the populdion study “Men
bornin 1914”, SwedenJ Hypertenson 2003;21: 57-66.

Lindstom M, Isacs®n S-O, Elmstdhl S. Impact of different aspectsof social
participationandsocialcapitalon smokingcessaton amongdaly smokes: alongitudinal
study. TobaccoControl.2003; 12: 274-281.

WadmanM, Syk |, Elmstahl S. Unspedfic clinicd presendtion of bowel ischaemian
the very old. Digitalis treatmemn — a reasonfor higher mortdity ?. Ageing Clin Exp
Researl, 2004;16:200-205.

LagergrenM, Fratiglioni L, Hallberg! R, Berglund J, EImstahl S, Hagbeg B, Holst G,

Rennenark M, Sjdlund B-M, Thordund M, Wiberg, I, Winblad B, Wimo A. A
longitudinal study, integrating population and care and social servce data- - The
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SwedishNational study on Ageing and Care (SNAC). Aging Clin Exp Res2004; 16:
158-168.

Bramel-RisbergE, JarnloG, Minthon L, EImstahl S. Lower speedsin olderwomen with
demeria comparedo controls.DementGeriatr CognDisord 2005;20:298305.

Albin B, Hjelm K, EkbergJ, EImstahl S. Highe mortality anddiff erentpattein of caues
of deathamoryg foreignborn comparedto naive Sweds 197631999.J Immigrant Health
andMinority Healh 2006;8 (2): 101-113.

Werntoft E, Hallberg IR, Elmstahl S, Edberg A-K. Older peopk’s view of how to
financeincreasing health carecods. Ageing & Sodety, 2006;26:497-514.

Elmstahl S, Ekstrom H, Johnell O, GerhardsssoM, NorjavaaraE. No association
betveen inhaled corticosteroidsand whole body DXA in postnenopausalwomen.
Pharmacoepieimiology andDrug Saftey,2006;15: 527-35.

SteijStabrand I, SvenssonT, Elmstdhl S, Hagbeg B, Dehlin O, SamuelssonG.
Subjectivehealt and illness, coping and life saisfacion in an 80-yearold Swedish
population.iImplicationsfor mortality. Int J Behavord Medidne, 2007;14: 173-180.

Dehlin O, ElImstahl S, GottrupF. Monochromat photoherapy- an effective treatment
of gradell chronicpressire ulcersin elderly paients. A met-analyss of two double

blind randomizedplacebecontrolled studies in elderly paients. Aging Clin Exp Res
2007;19:478483.

Sienniki-Lantz A, ReinprechtF, AxelssonJ, Elmstahl S. Cerebralperfusion in the
elderly with nocturnalblood pressirefall. EurJ Neurobgy, 2007,14: 715-20.

EkstromH, Elmstahl S. Restrictionin sodal participaion and lower life satishction
amongfraduredin pain. Resllts from the populatbn study “Good Ageing in Skane”.
Archivesof GerontologyandGeriatrics 2008 May-Jun46(3):409-24.

Sienniki-Lantz A, ReinprechtF, Wollmer P, EImstahl S. Smoking relaed changesn
cerebralperfusonin a populationof elderlymen.Neuroepdemblogy 2008;30: 84-92.

ReinprechtF, AxelssonJ, Siennick-Lantz A, Elmstahl S. Low nocurnal blood pressue
is associagd with reducedcerebralblood flow in the cohort“Men bornin 1914”. Int J
Angiology,2008;17 (2):71-77.

Axelsson J, ReinprechtF, SiennickiLantz A, Elmstahl S. Low ambulatory blood
pressureis associatedwith lower cognitive function in healhy elderly men. Blood
Presste Monitoring 2008;13: 269-275.

AndrenS, Elmstahl S. Therelationshp betveen caregiver burden,caregivers perceived

heath, and their senseof coherencen caring for elderswith dementa. J Clinical Nursing,
2008;17:790-799.
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50. Andren S, Elmstahl S. Effective psychosocih interventon for family caregvers
lengthenstime elap®d before nursinghome placementof individuds with dementia:a
five-yearfoll ow-up study.Int Psychogeratrics 2008;20;61: 11771192.
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6. Hakan Olsson. M D, PhD, Professor in Oncology, L U

Current position

Profes®r, Headphysician Departmentf Oncobgy, UniversityHosptal, Lund

Head of the Departmentof Oncology, Clinical Sciences,Lund University

Deputy Head of the Regional Tumour Registry/Hea of the Department of Cancer
Epidemiology, Lund

Family
Married, 5 children,

Professional preparation:

Medical educaibn; Karolinska Institute 1970-76. Clinical edua@ation; Karolinska Hospital,
Stackholm (Oncology), South Hospital Stockhoim (Hematology), Appaladian Regonal
Hospital, WestVirginia, USA (Surgely), Outpatent Clinics Mora, Malung (Internalmedicine,
Primary care). University Hospital, Lund (Onmlogy-specalty training) 197883.1983Board
certified in Oncology 1984 PhD Oncology, 1989 docent 1990 senbr lecturer (Oncology)
1995 head physidan Oncology, 1996 Prdessor Onwmlogy (Swedishtitle: bitr professori
onkologi).1999Professr, Oncology(Swedishtitle: professoti tumaorsjukdonar)

Main resear ch fields;
Carce epideniology, cancergenetics tumour biology, cancerheath emnomicsand cancer
prevention.

Number of publications
370original, 44 review/bookchaptes

Patents
Ownerof threepakents(cancergeneticsand tumourmarker)

Companies

Owner of two companies(HAKMED AB and Internég Medical Cener HB). Through
ownershipof forest propertiesin Dalarnaand Skanealso acively involved in commercial
forestry. Associatanembelin therisk captal corporaton PULS.

Comission of trust (selected)

Member,PkFReviewCommittee SwedishCance Sodety (19952006)

Memberof the Ferngrom PriceAward Committee,Lund (2000-2006)
Member,ResearclCouncil, SwedishCancerSociety (20022006)
Member,SteeringcommitteeEU, Stateof the art of breastcancerfundingin Europe.2005
Member,EUREF (EuropearReferencedrganisation for quaity assuracein breastscreening
ard diagnosticservicedor EusomaandEurodonnaR005

Memberof the Editorial BoardEuropeanJourné of Cance 20052008

Boad member, scientific officer, IngaBritt och Arne Lundberg’s Foundation,Goéteborg
2006

Scientific officer, CrafoordFoundationL.und 2008

Memberof the Scandinaviamireas Caner Group

Memberof the Swedsh OncayeneticNetwork

Memberof the AmericanAssociationof CanceResearch(AACR)

Memberof the AmericanSocietyof HumanGeneics
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Memberof the AmericanSocietyof Clinical Onalogy (ASCO)

Chiefreviewerof casesn Oncologyfor Lakemeddsforsakrngen,Zurich

Charman of the Boardfor appointmenbf higherdoctorposiion at Lund University Hospital
20022008

Theses of graduate students as supervisor (main supervisor in parenthesis)
Elevenfinished (nine)

Current research group
Threepostdcs,8 PhDstudents.

Yearly external grants (SEK) as main applicant

Swalish CancerSocietyVR/SSFChild cancerfund 2000000

ALF 1400000
EU melanomajereticsnetworkof excellence  95000000for 5 yeas (10 groups)
NIH 600000
Otherexternalgrants 250000

Networksin academia inter nationally

Collaboraive Group on Hormonesand Breast Cance (V Beral, R. Pdo et al. Europe USA
and Australia), IARC (D Goldgar,), prof. Steven Narod, Toronb, Breast Cancer
Demonstrabn Project (profs G. Evans,Mandester,D. Ecdes Souhampton), The CGG-
ICGHBOC (cance geneticgroupinterndiond cance gendic groupfor heredtary breastand
ovarian cancer),Prof Roger Blamey, Nottingham UK. GENOMEL (prof J and T Bishop,
Leeads), Int Melanoma GeneticsGroup (D. Elder, USA, A Goldsten, USA), Henry Lynch,
OmahaUSA, AssProfessoHelgi SigurdssorandDr OskarJohaanssonReykjavik, Iceland,
prof. J. Lubinski, Polen E. Friedman/srael

Networksin academia nationally

Lund MelanomaStudy Group, Malmo Diet Carcer, The Swedsh Oncogenat Group (Ass
prof U.Kristoffersson),prof P. Alm, Dept of Pathobgy, Lund, Ass professorsT. Alvegard,

Departmentof Cancer Epidemiology, Lund, Hardd Anderson, Departent of Cancer
Epidemiology, Lund. Med dr Niklas Loman,Departmentof Onmlogy, Lund, Ass prof Mikael

Eriksson,Deparmentof Oncology, Lund, Ass prof H. Jenstém, Deparment of Onwlogy,

Lund, Dr medsci . Hedenfalk,Departmenbf Oncology,Lund. Ass prof Kristina Jakobsson,
Ass prof Maria Albin, Karin Broberg PhD and Professor UlIf Strémberg, Departmentof

OcaupationalHeath, Lund, Ass prof E. Wirfalt, Bo Gullberg, Chief statistician, Depatment
of Social Sciences,Malmo6 University Hospital, ProfessorCal Borrebaek, Departmentof

Immune Technobgy, Lund Universty, Lund, ProfessorHakon Leffler, Depatment of

microbiology, immunolog and glycobiology, Lund. ProfessorsA. Borg, M. Femd, B.

BaldetorpandM Nilbert, Departmehof Oncology,Lund.
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Selected publications for Hakan Olsson

1. Olsson H, Landin OlssonM, Gullberg B. Retrospedte assessmendf menstual cycle
lengthin patients with breastcancer,in paients with benignbreastdiseae andin women
without breastdiseaseJaurn Natl Cancerinstitute 1983;70(1):1720.

2.Olsson H, RansamJ. Headtraumaandexposureto prolacin elevatng drugsasrisk factors
for malebreastcancer.J Natl Cancerinst 1988;80(9):6738B3.

3. Olsson H. Repraluctive events,occurrng in adolesence at the time of developmenbof
reproductive organs and at the time of tumour initiation, have a bearing on growth
characteristicsand reproductivehormore regulaion in normal andtumourtissueinvedigated
decadedater- ahypothesgs. MedicalHypotheses 198929:9397.

4. Olsson H, Mdller TR, Ranstaml. Early oral contracetive useand prenenopausabreast
carcer - Final report from a study in southen Swed@. Journd of Nai Cance Inst
1989;81(13)1000-04.

5. SigurdssonH, BaldetorpB, Borg A, Dahberg M, Ferndé M, Killande D, Olsson H..
Indicaorsof prognosisin nodenegativebreast cane@r. N Engl J Med 1990;322:10453.

6. Olsson H, Hagglund G. Reduceccancemorbidity andmortdity in a prospectivecohot of
womenwith distalforearmfractures Am J Epideniol 1992,136(4):42227.

7. GuineeV, Olsson H, Mdller T, et al. The prognosisof breastcancerin males.Cancer
1993;71(1)154-61.

8. Olsson H, Anderson H, Johanson O, Moller TR, Kristoffersson U, Wenngen E.
Population basedcohort investigation of the risk for malignanttumors amongfirst degee
relaivesand wivesto menwith breas cance. Cancer199371:12738.

9. Wegerdahl J, Olsson H, MasbackA, Ingvar C, JonssorN, Brandt L, et al. The use of
swnbeds/sunlaps and malignant melanoma in southern Swed&. Am J Epidemiol
1994;140:69196.

10. GuineeV, Olsson H, Mdller T, HessK, Taylor S, Fahe T, et al. Effect of pregnancyon
prognosisfor young womenwith breas cancer.Lance 1994;343:15889.

11. ShattuckEidens D, McClure M, Simard J, Labrie F, Narod S, Webe B, et al. A
cdlaborativesurveyof 80 mutationsin the BRCAL1 breastand ovarian cancer suseptibility
gene:implications for presymtomatictesting and saeening. Journalof American Medical
Association 1995273:53541.

12. Olsson H, JanstromH, Alm P, KreipeH, Ingvar C, JonssorP-E, et al. Proliferationof
the breastepithelium in relation to age, menstrualcycle phase,oral contra@eptive use and
reproductivefactors.BreastCancerReseech and Treatnent199640:18796.

13. Borg A, Jdhannson O, WederdahlJ, Masbiak A, OlssonH, Ingvar C. Novel gemline
mutation in the p16/CDKN2/MTSL1 genein familial malignantmdanoma in south Sweden.
Carcer Researci199%;56(Junel):2497500.
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14.Johannsso®, OstermeyeEA, Hakanssor8, Friedman L, Johanssot, SellbergG, etal.
Founding BRCA1 mutationsin hereditarybreastandovariancanerin SouhernSwedenAm
JHum Genetl99658:44150.

15. Collaboratve Groupon HormonalFadors in Breast Cancer.Breast cancerand hormonal
contraceptives:collaborativere-analyss of individual da&a on 53, 000 women with breast
carcer and 100, 000 womenwithout breast cancerfrom 54 epidemniological studies.Lancet
1996;347:17127.

16. Collaboratve Groupon HormonalFadors in Breast Cancer.Breast cancerand hormonal
contraceptivesfurther results.Contracepthin 1996;54(3S):1106.

17.Johannssof®, BarkardottirR, Borg A, EgilssonV, Idvall I, Olsson H. Tumourbiological
featuresn BRCAlinducedbreasicancerEurJCaner1997;33:36271.

18.HeimdalK, Olsson H, Tretli S, Fossads, Bgrresem-L, BishopT. A segrgationanalysis
of testicularcarcer basedon Norwegianand Swedishfamilies.Br J Cancer1997;75(7):1084
87.

19. Tirkkonen M, Johannssn O, AgnarssonB, Olsson H, IngvarssonS, Karhu R, et al.
Distinct somaic geneticchangesssociatd with tumor progressionin cariersof BRCA1 and
BRCA2 germlinemutations.CancerResearkh 1997;57(7):12227.

20. Collaboratve Groupon Hormonal Fectorsin Breast Cance. Breastcancerandhomone
replacementtherapy: collaborative re-analyss of data from 49 epidemological studies
involving 51, 977 women with brea$ caner and 107, 283 women without breastcancer.
Lancet1997350(0ct11):1047%509.

21. Johansson O, Loman H, Borg A, Olsson H. Pregnancyassocided breastcance in
BRCA1 andBRCA2 germlinemutationcarriers.Lancet1998352:135960.

22. Narod S, Risch H, Moslehi R, Dérum A, NeuhausenS, Olsson H, et al. Oral
contraceptivesandthe risk of hereditay ovariancancer.N EnglJMed 1998;339424-28.

23. Borg A, SandbergT, Nilsson K, Johansssoi©, Klinker M, Masbiak A, et al. High
frequencyof multiple melanomapreastand parcreascancerin CDKN2 mutation positive
families. INC 200092:126066.

24. AndersonH, BladstromA, Moéller T, Olsson H. Familial breast and ovatian carcer: A
Swaedish populaton basdregider study.Am J Epidemiol 2000;152(12):115463.

25. Hedenfak I, DugganD, ChenY, Bittner M, Radmader M, Simon R, et al. Gene
Expresson Profilesin HereditaryBreas Caner. N EnglJ Med 2001;344($.539-48.

26. Collaboratve Group on HormonalFactorsin BreastCaner. Familial breastcancer The
Lancet2001358(0Oct27):138999.

27.Narod S, Dubé M, Klijn J, Lubinski J, Lynch H, Ghadrian P, et al. Oral contraceptives
ard therisk of breastcancelin BRCA1 andBRCA2 mutation carrigs. JNC12002;94:1773.

28. Collaboratve Group on Hormonal Facbrs and BreastCancer. Breastfeding and breast
carcer.Lancet2002360:18795.
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29. Collaboratve Group on Hormanal Facbrs and Breast Caner. Alcohol, tobacce and
breast cancercollaborative reanalysisof individual data from 53 epidemblogical studies,
including58515womenwith breas cancerand95067women withoutthe diseaseBr J cancer
2002;87(11123445.

30. Hedenfalkl, RingnéeM, BenDor A, Yakhini Z, Chen Y, Chebil G, et al. Molecular
classificatonof familial nonBRCA1/BRCAZ2 breastcaner. Proceeings of the National
Acadeny of Science2003;100(5):282-37.

31. Olsson H, Ingvar C, BladstromA. Hormone replacanenttherapy congining progestins
and given continuowsly especiallyincreasesdreastcancerrisk in soutern Sweden.Cancer
2003;97(6)1387-92.

32. Antoniou A, PharaohP, Narod S, RischH, Eyfjord J, Hoppe J, et al. Averagerisks of
breastand ovariancanceras®ciatedwith mutationsin BRCA1 or BRCA2 detectedn case
saiesunsdectedfor family history. acombinal analsis of 22 studies.Am JHumanGenetics
2003;May:72(5:111730.

32. JernstromH, Lubinski J, Lynch HT, Ghadirian P, Neuhauserg, Isaas C, et al. Breast
feedingandtherisk of breastcancerin BRCA1 andBRCA2 mutaion carriers. J Natl Cancer
Inst2004;96(14):10948.

32. Collaboratve Groupon HormonalFacbrsandBreast Caner. Breast can@r andabortion:
cdlaborative reanalyss of datafrom 53 epidemblogical studes, including 83000 women
with breastcancerfrom 16 countries Lancet2004363(9414):100716.

33. Jonsson G, BendahlPO, Sandbergrl, KurbasicA, StaafJ, SundeL, et al. Mappingof a
novelocular andcutaneousmnalignantmelanomasuscetibility locusto chromosomeéq21.32.
JNatl Cancernst 2005;97(18):137-B2.

34. McLaughin J, RischH, Lubinsk J, al. e. Reprodudive risk factors for ovatian cancerin
carriersof BRCA1 or BRCA2 mutations:a casecontol study.Lance Oncolog 2007;8():5
6.

35. BrohetR, GoldgarD, EastonDF, Antoniou AC, Andrieu N, ChangClaudeJ, et al. Oral
contraceptivesand breas cancerrisk in the International BRCA1/22 Carrier Cohot Study
(IBCCS): A Reportfrom Embrace,Genespo,GeaHebron, and the IBCCS Collaborating
Group.J Clin Oncol200725(25(Septl)):1-7.

36.BrobergK, Gustafsen C, HoglundM, Bjérk J, IngvarC, Albin M, etal. Geneticvaration
in the homologus recombinatiorasso@ted gene RMI1 impacts cance susceptibility.
Carce Letter2007;58((1) Dec8):38-44.

37.Saa L, GruvkergerSaalS, PersonC, LévgrenK, Jumppanem, Staaf J,etal. PTENand
BRCAL in Basatllike Breag CancerNature Geneics 2008;40(1)(Jan):1027.

38. Chang Y-m, NewtonBishop JA, BishopDT, ArmstrongBK, Bataille V, BergnanW, et
al. A Pooled Analysis of Melanogtic Naevus Phenoype and the Risk of Cutaneous
Melanoma. Int J Cancer2008;124(2)(Sept2):42028.

39. Collaboratve Groupon Epidemiologicé Studies of Ovarian Cancer.Ovariancance and
oral contraeptives:collaborativereanalysiof datafrom 45 epidemblogical studies
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including23 257womenwith ovariancancerand 87 303 controls.Lancet2008;371:303L4.

40. MagnussonS, Borg A, Kristoffersson U, Nilbert M, Wiebe T, Olsson H. Higher
occurrenceof childhoodcancerin families with germline mutaions in BRCA2, MMR and
CDKNZ2A genesFamilial Cancer2008y7:331-7.

41. Sonestdt E, Borgkvist S, PetterssorlJ, Gullberg B, Olsson H, Adelercreutz H, et al.
Enterolactoneis differently asociatedwith estogenrecepta B positive and negaive breast
carcer in the Malmé Diet and Caner study. Cancer Epidemiology, Biomarkers and
Prewention2008;17(11):324561.

42. Brown KM, MacGrego S, Montgomey G, Craig DW, Zhao ZZ, lyadurai K, et al.
Commonsequencerariantson 20q11.22confer mdanomasuscepbility . Nature Genetics
2008;40(7)(JulL8):838-40.

43. Antoniou A, Rookus M, Andrieu N, Brohet R, ChangClaude J, Peock S, et al.
Repodudive and hormonalfactors, and ovarian cane@r risk amongBRCA1 and BRCA2
mutation carriers: reaults from the International BRCA12 Carrier Cohort Study. Cancer
Epidemiology andBiomarkers2009(Fels).

44. Lindqvist P, Epstein E, Bladstrom A, Olsson H. The relation between venous
thromboembakm andlife style factorsa reportfrom the largeprospetive MISS study.Br J
Hematology2009:144(2)(Jan):23a10.

45. Bishop DT, Demenais-, lles MM, Harland M, Taylor JC, CordaE, et al. A novel 9p21
locusandtwo pigmentationas®ciatedregions contributendependety to melanomarisk in
populdionsof Europearancesty (NatureGeneticsin press)2009.

45. Ericon U, SonesedtE, §oholm M, Gullberg B, CarlsonJ, Olsson H, et al. High folate
intake in carriersof low MTHFR erzyme adivityaalelesis linkedto reducel breastcancer
incidence(jn press) CancelEpidemiologyandBiomarkes 20009.

46. Lindqvist P, Epgein E, Olsson H. Doesan adive sun exposurehabit lower the risk of

venousthrombotic events?— a D-lightful hypothesis (in press).Journ& of Thromboss and
Hemostas 2009.
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7.LarsLind, MD, PhD professor of Internal Medicine, UU

Born
May 31th 1956, Sodertdlje, Sweden (560531-1256)

Doctoral degree
PhD in Internal Medicinein May 6™ 1988 at Uppsala University

Docent
Ass professor in Experimental Medicinein 1992, Dept of Medicine, at Uppsala University

Present employment

Professor of Medicine at Uppsala University (the Linnaeus chair of Clinical Medicine) and
Consultant in Internal Medicine (30%) from July 2008.

Vice prefect (dean) of the Department of Medical Sciences, Uppsala University since 2008.

Employment history

MD in 1984 at Uppsala University

Internship at Gavle county hospital 1984-1987

Resident in Anaesthesiology and Intensive Care at Gavle county hospital 1987-1991
Specidist in Anaesthesiology and Intensive Care in 1991

Resident in Internal Medicine at Uppsala University Hospital 1992-1994

Specidist in Internal medicinein 1994

Consultant in Internal medicine at Uppsala University Hospital 1994-1999

Senior Principal Scientist at AstraZeneca R&D Molndal 1999-2006

Adjunct Professor of Cardiovascular Medicine at Uppsala University (50%) 2000-2006
Guest Professor of Emergency Medicine at Uppsala University and Consultant in Internal
Medicine (30%) at Uppsala University Hospital 2007-2008

Deductibletime
Parental leave: 6 monthsin 1981 and 4 months in 1988-1989

Prizes, honors, awards
Awarded the "Lennart Hansson minnesfond” 2008.

Doctoral supervisor

Chief Supervisor for 22 graduated PhD students at Uppsala University. Joint supervisor for
another 7 graduated PhD students.
Currently supervising 6 PhD students as chief supervisor and another 8 as joint supervisor

National and inter national assignments

Funder and first Chairman of Svensk férening for akutsjukvard (SweSEM) 1999-2001
Chairman of the Swedish Society of Medical Angiology 2004-2007

Member of the expert committee on the topic "Emergency Medicine Triage™ for the
governmental body Scientific Assessment of Health Technology.

Member of the organizing committee of the "Svenskt kardiovaskulart &rsméte” 2000-2004
Member of the organizing committee of the “Svenska akutmedicinmétet™ 1999 and 2009.
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Reviewer for several of the leading clinical and cardiovascular journals, such as Lancet,
Circulation, Hypertension, J Hypertension, Atherosclerosis.

Member of the national advisory board of the national “"LIFE-gene” project.
Member of the steering committee of the national "CV disease initiative'.
Member of the steering committee of the national "Emergency Medicine Database".

Outreach and education

Collaboration with AstraZeneca R&D regarding development of biomarkers in CV research
since 2007.

Collaboration with Athera Inc. regarding development of biomarkers in CV research since
2008. A patent application is to be submitted this year.

Publications

>300 published origina papers in peer reviewed journals. A number of papers published in
high-ranked journals, such as Lancet, JAMA, Circulation, JACC, Stroke, Diabetes, ATVB,
Hypertension, Br Med J etc. 25 published review papers, including paper in Lancet.

First author of the book “Akutmedicin™ at Liber forlag

Author of the book “ Handledning i Medicinsk och biologisk forskning™ at Liber forlag

Book chaptersin “Internmedicin” at Liber forlag, "Kérlgukdomar™ and "Metabola syndromet™
at Studentlitteratur.

Principal investigator
Head of the Vascular Research Laboratory at the University Hospital of Uppsala, Sweden

Principal investigator of the PIVUS study (for details, see
http://www.medsci.uu.se/pivus/pivus.htm)

Principal investigator for the Uppsala Emergency Medicine Service Database including data
from >130,000 ambulance transports.

Principal investigator for the Uppsala Emergency Medicine Department Database including
data from >300,000 Emergency department admissions.

Funding

FORMAS: 2 800 000 SEK in 2008-10

VR: 1200 000 SEK in 2009-2011

ALF-medel 1 400 000 SEK in 2009

Grants from AstraZeneca 3 600 000 SEK in 2009
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50 selected publicationsfor LarsLind

10.

11.

12.

Lind L, Jakobsson S, Wengle B, Lithell H, Ljunghall S. Relation of serum calcium
concentration to metabolic risk factors for cardiovascular disease. Br Med J
1988;297:960-63

L Lind, H Lithell, T Pollare. Is it hyperinsulinemia of insulin resistance that is related
to hypertension and other metabolic cardiovascular risk factors? J Hypertension
1993;11 (Suppl):S11-S16.

Lind L, Anderson PE, Andren B, Hanni A, Reneland R, Lithell H. Left ventricular
hypertrophy in hypertension is associated with the insulin resistance metabolic
syndrome.J Hypertension 1995;13:433-438.

Lind L, Berne C, Lithell H. Prevalence of insulin resistance in essential hypertension. J
Hypertens 1995;13:1457-62.

Andren B, Lind L, Hedenstierna G, Lithell H. Left ventricular hypertrophy and
geometry in a population sample of elderly males. Eur Heart J 1996; 17:1800-7.

Lind L, Berne C, Andren B, Lithell H. The infuence of diastolic hypertension on
myocardial morphology and function in elderly males with diabetes mellitus.
Diabetologia 1996; 39:1603-6.

Rosdahl H, Lind L, Millgard J, Lithell H, Ungerstedt U,Henriksson J. Effect of insulin
on metabolism and blood flow in human sketetal muscle and adipose tissure studied by
microdialysis. Diabetes 1998;47:1296-301.

Sundstrom J, Lind L, Nystrom N, Zethelius B, Andren B, Hales N, Lithell H. Left
ventricular remodeling, rather than left ventricular hypertrophy, is related to the insulin
resistance syndrome in elderly men. Circulation 2000;101:2595-600.

Sarabi M, Vessby B, Millgard J, Lind L. Endothelium-dependent vasodilation is related
to fatty acid composition of serum lipids in hedthy subjects. Atherosclerosis. 2001
Jun;156(2):349-55..

Sundstrém J, Lind L, Vessby B, Andren B, Aro A, Lithell H. Dydlipidemia and an
unfavorable fatty acid profile predict left ventricular hypertrophy 20 years later.
Circulation. 2001;103: 836-41

Sundstrém J, Lind L, Andren B, Lithell H. Echocardiographic and electrocardiographic
left ventricular hypertrophy predict mortality independently of each other in a
population of elderly men. Circulation. 2001;103: 2346-51

von Zur Muhlen B, Kahan T, Hagg A, Millgard J, Lind L. Treatment with irbesartan or
atenolol improves endothelial function in essential hypertension. J Hypertens. 2001
Oct;19(10):1813-8.



13.

14.

15.

16.

27.

18.

19.

20.

21.

22.

23.

24,

The Lund University application for EpiHealth, 2009
Research constellation

Kurland L, Melhus H, Karlsson J, Kahan T, Mamgqvist K, Ohman KP, Nystrom F,
Hagg A, Lind L. Angiotensin converting enzyme gene polymorphism predicts blood
pressure response to angiotensin |1 receptor type 1 antagonist treatment in hypertensive
patients. J Hypertens. 2001 Oct;19(10):1783-7.

Kurland L, Melhus H, Karlsson J, Kahan T, Malmqvist K, Ohman P, Nystrom F, Hagg
A, Lind L. Polymorphisms in the angiotensinogen and angiotensin Il type 1 receptor
gene are related to change in left ventricular mass during antihypertensive treatment:
results from the Swedish Irbesartan Left Ventricular Hypertrophy Investigation versus
Atenolol (SILVHIA) trial. J Hypertens. 2002 Apr;20(4):657-63.

Bjorklund K, Lind L, Vessby B, Andren B, Lithell H. Different metabolic predictors of
white-coat and sustained hypertension over a 20-year follow-up period: a population-
based study of elderly men. Circulation. 2002 Jul 2;106(1):63-8.

Holmlund A, Hulthe J, Millgard J, Sarabi M, Kahan T, Lind L. Soluble intercellular
adhesion molecule-1 is related to endothelial vasodilatory function in heathy
individuals. Atherosclerosis. 2002 Dec;165(2):271-6.

Bjorklund K, Lind L, Zethelius B, Andren B, Lithell H. Isolated ambulatory
hypertension predicts cardiovascular morbidity in elderly men. Circulation. 2003 Mar
11;107(9):1297-302.

Dunder K, Lind L, Zethelius B, Berglund L, Lithell H. Increase in blood glucose
concentration during anti hypertensive treatment as a predictor of myocardial infarction:
population based cohort study. Br Med J. 2003 Mar 29;326(7391):681.

Steer P, Millgard J, Basu S, Lithell H, Vessby B, Berne C, Lind L. Vitamin C,
diclophenac, and L-arginine protect endothelium-dependent vasodilation against
elevated circulating fatty acid levels in humans. Atherosclerosis. 2003 May;168(1):65-
72.

Wohlin M, Sundstrom J, Arnlov J, Andren B, Zethelius B, Lind L. Impaired insulin
sensitivity is an independent predictor of common carotid intima-media thickness in a
population sample of elderly men. Atherosclerosis. 2003 Sep;170(1):181-5.

Abrahamsson C, Ahlund C, Nordlander M, Lind L. A method for heart rate-corrected
estimation of baroreflex sensitivity. J Hypertens. 2003 Nov;21(11):2133-40.

Lind L, Andren B, Sundstrom J. The stroke volume/pulse pressure ratio predicts
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Elevation Acute Coronary Syndrome. Circulation. 2007 Oct 2;116(14):1540-8.
Eggers KM, Kempf T, Allhoff T, Lindahl B, Walentin L, MD, PhD, Wollert KC.
Growth-Differentiation Factor-15 for Early Risk Stratification in Patients with Acute
Chest Pain. Eur Heart J. 2008 Jul 29. [Epub ahead of print].

Eggers KM, Lagergvist B, Oldgren J, Venge P, Wallentin L, Lindahl B.
Pathophysiologic mechanisms of persistent cardiac troponin | elevation in stabilized
patients after an episode of acute coronary syndrome. Am Heart J. 2008
Sep; 156(3):588-94.

James SK, Lindahl B, Timmer JR, Ottervanger JP, Siegbahn A, Stridsberg M,
Armstrong P, Cdiff R, Wallentin L, Simoons ML. Usefulness of biomarkers for
predicting long-term mortality in patients with diabetes mellitus and non-ST-
elevation acute coronary syndromes (a GUSTO 1V substudy). Am J Cardiol. 2006 Jan
15;97(2):167-72.

. Bjorklund E, Jernberg T, Johanson P, Venge P, Dellborg M, Wallentin L, Lindahl B

and the ASSENT-2 study group. Admission NT-proBNP and its interaction with
admission Troponin T and ST-segment resolution for early risk stratification in ST-
elevation myocardial infarction. Heart. 2005 Oct 26; [Epub ahead of print]

Carlhed R, Bojestig M, Wallentin L, Lindstrom G, Pettersson A, Aberg C, Lindahl B.
Improved Adherence to National Guidelines for Acute Myocardia Infarction A
Prospective Controlled Multi-Center Study of a Systematic Collaborative Supported
by the Use of a National Quality Registry. Am Heart J. 2006 Dec;152(6):1175-81.
Lagergvist B, Diderholm E, Husted S, Kontny F, Lindahl B, Siegbahn A, Stahle E,
Swahn E, Venge P, Wallentin L. FRISC score for selection of patients for an early
invasive treatment strategy in unstable coronary artery disease. Heart. 2005
Aug;91(8):1047-52.

Eggers KM, Oldgren J, Nordenskjold A, Lindahl B. Risk predicition in patients with
chest pain — early assessment by the combination of troponin | results and
electrocardiographic criteria. Coronary Artery Disease. 2005;16:181-9.

Eggers KM, Oldgren J, Berg A, Lindahl B. Combining different biochemical
markers of myocardial ischemia does not improve risk stratification in chest pain
patients compared to troponin | alone. Coron Artery Dis. 2005 Aug;16(5):315-9.
Venge P, Lindahl B, Wallentin L. Clinical Performance of three Troponin Assaysin
Patients with Unstable Coronary Artery Disease: A FRISC Il Sub study. Am J
Cardiol. 2002;89:1035-41.

Gustafsson G, Dellborg M, Lindahl B and Wallentin L. Dynamic vectorcardiography
for early diagnosis of acute myocardial infarction compared to 12-lead ECG.
Coronary Artery Disease 1996; 7: 871-76.

13



The Lund University application for EpiHealth, 2009
Research constellation

9. Bjorn Olsén, MD, PhD, Professor in Infectious Diseases, UU

Education (PhD, docent)

1995 PhD (Medica Sciences), Umed University, Sweden (1995-10-15)

1998 Docent (Infectious Diseases), Umed University, Sweden

Post-doctoral trainingand employment history

2007- present  Professor in infectious diseases, Uppsala University

2007-present  Senior consultant in Infectious Diseases, Uppsaa Academic Hospital

2004- 2007  Adjunct Professor in zoonotic ecology and epidemiology, Kalmar University
2003- 2007  Adjunct Professor in infectious diseases, Umed University

1998- 2007  Senior Consultant in Infectious Diseases, Kamar County Hospital

1996- 1998  Consultant in Infectious Diseases, Umea University Hospital

Honors & awards:

1993
1997
2001
2003
2005
2007

Upjohn award

Domagk prize

Aventis-Pharma award

Aventis-Pharma award

Northern Oland Nature and Culture award
The Erik Rosenberg award

Major grants (>100k) —last ten years (main applicant unless other wise stated*):

2006- 2007
2006- 2007
2007- 2009
2007- 2009
2008- 2010
2006- 2007
2008- 2009
2008- 2010
2009- 2011
2007- 2009
2005- 2009
2005- 2009
2007

2004- 2006
2000- 2003
2009-2011

FORSS 335 k SEK

FORSS 500 k SEK

EU 600 k SEK/year

FORMAS 733 k SEK/year

VR 850 k SEK/year

Swedish Board of Agriculture 850 k SEK/year

Swedish Board of Agriculture 1200 k SEK/year

FORMAS 800 k SEK/year

FORMAS 850 k SEK/year (J. Waldenstrom)
Foundation pour la Recherce Médicale 200 k SEK

Sparbanksstiftelsen 4600 k SEK

Kamar kommun, Regionforbundet mfl. 7400 k SEK

Carl Trygger 260 k SEK

FORMAS 203 k SEK/year

FORSS 200 k SEK/year

FORMAS 1000 k SEK/year (Hanna Soderstrom)

Supervision of research students and post-doctoral researchers
Resear ch students (as main supervisor)

Past:

Ongoing:

Helena Palmgren, Umed University (2002)

Tina Broman, Umea University (2003)

Jonas Waldenstrém, Lund University (2005)
Anders Wallensten, Linkdping University (2007)

Johanna Thegerstrém, Linkdping University (due May 2009)
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Diana Axelsson-Olsson, Kalmar University (due May 2009)
Per-Ake Jarnheimer, Linkdping University

Neus Latorre-Margaef, Kalmar University (due 2010)
Jenny Olofsson, Uppsala University (due 2012)

Jorge Hernandez, Uppsala University (due 2011)

Jonas Bonnedahl, Uppsala University (due 2010)

Josef Jarhult, Uppsala University (due 2012)

John Wahlgren, SMI, Karolinska Institute (due 2010)

Resear ch students (as co-supervisor)

Past: Asa Gylfe, Umed University (2001)
Stefan Borjesson Link6ping University (due May 2009)
Ongoing: Petra Griekspoor, Kalmar University (due 2011)
Goran Orozovic, Kamar University (due 2010)
Post-doctoral researchers
2005-2009  Patrik Ellstrom, Kalmar University
2007-2009  ElsaJourdain, Kalmar University
2008- present Gunnar Gunnarsson, Kamar University
2009- present Lovisa Svensson, Kamar University

Service to the scientific community & community at large, & commissions of trust

(selected)

1999- 2005 Member of the Research Council in Southeastern Sweden

2004 Expert in the European Community “European Food Safety Authority (EFSA)”,
Sub -Working Group Animal Influenza

2005 Expert in Organisation Mondiale de la Santé Animale (OIE) to assess the avian
influenza situation in wildlife and the national measures being taken to reduce
therisk of international spread of AV

2005- Expert in the Swedish National Board of Agriculture to assess the avian
influenza situation in wildlife and the national measures being taken to minimize
the risk of spread.

2008- Group member of The Swedish Research Council

2008 Member of the Scientific Committee of Antarctic Research

2008 Member of the Scientific board, National Veterinary Institute (SVA).

Collaborators (selected)

Prof. Sven Bergstrom, Department of Molecular Biology, Umed University; Prof. Albert
Osterhaus and Ron Fouchier, Erasmus University, Rotterdam, Holland; Prof Dennis
Hasselquist, Department of Anima Ecology, Lund University; Docent Sven Hofner,
Swedish Centre for Disease Control, Stockholm; Prof Jan Ernerudh, Dept. Clinical
immunology, Linkdping University; Prof. Thor-Axel Stenstr dm, Swedish Centre for Disease
Control (SMI), Stockholm; Prof Per-Eric Lindgren Linkoping University; Prof Mats
Tysklind, Department of Chemistry, Umed University; Prof Ake Lundkvist, SMI,
Stockholm; Prof Lennart Svensson, Department of Virology, Linkdping University; Prof
Phil Hansbro, Bacteriology Research Group Leader & Lecturer in Microbiology,Discipline
of Immunology & Microbiology University of Newcastle &Vaccine, Immunity /Infection,
Viruses & Asthma (VIVA), Hunter Medica Research Institute. Australia; Prof Peter
Pahlsson, University of Linkdping
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50 selected publicationsfor Bjérn Olsén

1. Olsen B, Jaenson TGT, Noppa L, Bunikis J, Bergstrom S. A Lyme Borreliosis cycle
in seabirds and Ixodes uriae ticks. Nature 362: 340-342, 1993.

2.Jaenson TGT, Tdleklint L, Lundgvist L, Olsen B, Chirico J and Meglon H.
Geographical distribution, host associations, and vector roles of ticks (Acari: Ixodidae,
Argasidae) in Sweden. JMed Entomol 31: 240-256, 1994.

3.Bunikis J, Olsen B, Westman G, Bergstrom S. Variable serum immunoglobulin
responses against different Borrelia burgdorferi sensu lato species in a population at
risk for and patients with Lyme disease. Journal of Clinical Microbiology 33: 1473-
1478, 1995.

4.0lsen B, Jaenson TGT, Bergstrom S. Prevalence of Borrelia burgdorferi sensu lato-
infected ticks on migrating birds. Applied and Environmental Microbiology 61: 3082-
3087, 1995.

5.0lsen B, Duffy DC, Jaenson TGT, Gylfe A, Bonnedahl J, Bergstrom S.
Transhemispheric exchange of Lyme disease spirochetes by seabirds. Journal of
Clinical Microbiology 33: 3270-3274, 1995.

6.Bunikis J, Olsen B, Fingerle V, Bonnedahl J, Wilske B, Bergstrom S. Molecular
polymorphism of the Lyme disease agent Borrelia garinii in northern Europe is
influenced by a novel enzootic Borrelia focus in the North Atlantic. Journal of
Clinical Microbiology 34:364-368, 1996.

7.0lsen B, Gylfe A, Bergstrom S. Canary finches (Serinus canaria) as an avian infection
model for Lyme borreliosis. Microbial Pathogenesis 20:319-324, 1996.

8.0lsen B, Bergstrom S, McCafferty DJ, Sellin M, and Wistrom J. Salmonella enteritidis
in Antarctica: zoonosis in man or humanosis in penguins? The Lancet. 348:1319-1320,
1996.

9.0lsen B, Persson K, Broholm K-A. PCR detection of Chlamydia psittaci in faecal
samples from passerine birds in Sweden. Epidemiology and Infection 121:481-483,
1998.

10. Kumlin U, Olsen B, Granlund M, Elmqvist L-G, Tanvik A. Cryptococcosis and
starling nests. The Lancet. 351:1181, 1998.

11. Asa Gylfe, Bjérn Olsen, Darius Strasevicius, Nuria Marti Ras, P4 Weihe, Laila
Noppa, Yngve Ostberg, Guy Baranton, and Sven Bergstrom. Isolation of Lyme
disease Borrelia from Puffins (Fratercula arctica) and seabird ticks (Ixodes uriae) on
Faeroe Islands. Journa of Clinical Microbiology. 37:890-896, 1999.

12. Broman T, Bergstrom S, On SLW, Paimgren H, McCafferty DJ, Sellin M, Olsen B.
Isolation and characterization of Campylobacter jgjuni subsp. jejuni from Macaroni
penguins (Eudyptes chrysolophus) in the subantarctic region. Applied and
Environmental Microbiology 66:449-452, 2000.
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Pamgren H, McCafferty D, Aspan A, Broman T, Sellin M, Woallin R, Bergstrom S,
Olsen B. Samonella in sub-Antarctica: low heterogeneity in salmonella serotypes in
South Georgian seals and birds. Epidemiology & Infection 125:257-262, 2000.

Sellin M, Palmgren H, Broman T, Bergstrém S and Olsen B. Involving Ornithologists
in the Survelllance of Vancomycin-Resistant Enterococci. Emerging Infectious
Diseases 6:87-88, 2000.

Herrmann Bj6rn, Rahman Rubaiyat, Bergstrom Sven, Bonnedahl Jonas, Olsen Bjdrn.
Chlamydophila abortus in a Brown skua (Catharacta antarctica, lonnbergi) from a
sub-Antarctic island. Applied and Environmental Microbiology, 66:3654-3656, 2000.

AsaGylfe, Sven Bergstrom Jan Lundstrém and Bj6rn Olsen. Reactivation of Borrelia
infection in birds. Nature 403:724-725, 2000.

Anneli Bjoersdorff, Sven Bergstrom, Robert F. Massung, Paul D. Haemig, Bj6rn
Olsen. Ehrlichia-infected ticks on migrating birds. Emerging Infectious Diseases,
7:877-879, 2001.

Jonas Waldenstrom, Tina Broman, Inger Carlsson, Dennis Hasselquist, René P.
Achterberg, Jaap A. Wagenaar, and Bjorn Olsen. Prevalence of Campylobacter jeguni,
C. lari and C. coli. in different ecological guilds and taxa of migrating birds. Applied
and Environmental Microbiology, 68;5911-5917, 2002.

Tina Broman, Helena Pamgren, Sven Bergstrom, Mats Sellin, Jonas Waldenstrém,
Marie-Louise Danielsson-Tham, and Bjorn Olsen. Campylobacter jejuni in Black-
Headed Gulls (Larus ridibundus): prevalence, genotypes, and influence on C. jguni
epidemiology. Journal of Clinical Microbiology, 40;4594-4602, 2002.

Jorge Hernandez, Jonas Waldenstrém, Jonas Bonnedahl, Helena Palmgren, and Bjdrn
Olsen. Salmonella birds migrating through Sweden. Emerging Infectious Diseases,
June, 9; 2003.

Jonas Waldenstrom, Stephen L. W. On, Richard Ottvall, Dennis Hasselquist, Clare S.
Harrington, and Bjorn Olsen. Avian Reservoirs and Zoonotic Potentia of the
Emerging Human Pathogen Helicobacter Canadensis. Applied and Environmental
Microbiology. 69: 7523-7526, 2003.

Tina Broman, Jonas Waldenstrom, Daniel Dahlgren, Inger Carlsson, Ingvar Eliasson,
and Bjorn Olsen. Diversities and Similarities in PFGE profiles of Campylobacter
jegjuni isolated from Migrating Birds and Humans. Journal of Applied Microbiology
2004; 96: 834-843.

Per-Ake Jarnheimer, Jakob Ottoson, Richard Lindberg, Thor-Axel Stenstrém, Magnus
Johansson, Mats Tysklind, Mari-Mall Winner, Bjérn Olsen. Fluoroquinolone
antibiotics in a hospital sewage line; occurrence, distribution and impact on bacteria
resistance. Scandinavian Journal of Infectious Diseases 36:752-755, 2004.

Richard Lindberg, Per-Ake Jarnheimer, Bjérn Olsen, Magnus Johansson and Mats
Tysklind Determination of antibiotic substances in hospital sewage water using solid
phase extraction and liquid chromatography/mass spectrometry and group analogue
internal standards Chemosphere 57:1479-1488, 2004.

17



The Lund University application for EpiHealth, 2009
Research constellation

25. Diana Axelsson-Olsson, Daniel Dahlgren, Jonas Waldenstrom, Bjorn Olsen, Tina
Broman, and Martin Holmberg. The protozoan Acanthamoebae polyphaga as a
potential reservoir for Campylobacter jeuni. Applied and Environmental
Microbiology 71:987-992, 2005.

26.J. Thegerstrom, B-I. Marklund, S. Hoffner, J Kauppinen, D Axelsson Olsson, B.
Olsen. Mycobacterium Avium with the bird-type 1S1245 RFLP-profile is commonly
found in wild and domestic animals, but rarely in humans. Scandinavian Journa of
Infectious Diseases 37;15-20, 2005.

27. Jonas Bonnedahl, Tina Broman, Jonas Wadenstrom, Helena Palmgren, Taina
Niskanen, Bjérn Olsen. In search of human-associated bacterial pathogens in
Antarctic wildlife: report from six penguin colonies regularly visited by tourists.
Ambio 34:424-426, 2005.

28. Jonas Waldenstrém, Dik Mevius, Kees Veldman, Tina Broman, Dennis Hasselquist,
Bjorn Olsen, Antibiotic resistance profiles of Campylobacter jgjuni isolated from
wild birds. Applied and Environmental Microbiology.71:2438-2441, 2005.

29. Ron A.M. Fouchier, Vincent Munster, Anders Wallensten, Theo M. Bestebroer,
Sander Herfst, Derek Smith, Guus F. Rimmelzwaan, Bjérn Olsen, and Albert D.M.E.
Osterhaus. Characterization of a Novel Influenza A virus Hemagglutinin Subtype
(H16) obtained from Black-headed Gulls. Journal of Virology 79:2814-2822, 2005.

30. Anders Wallensten, Vincent J. Munster, Johan Elmberg, Albert D.M.E. Osterhaus,
Ron A.M. Fouchier, and Bjorn Olsen Multiple gene segment reassortment between
Eurasian and American lineages of influenza A virus (H6N2) in Guillemot (Uria
aalge). Archives of Virology 150:1685-1692, 2005.

31. Helena Palmgren, Anna Aspan, Kenneth Bengtsson, Tina Broman, Lennart Blomquist,
Sven Bergstrom, Mats Sellin, Raph Wollin, Bjorn Olsen. Salmonella in Black-
headed gulls (Larus ridibundus); prevalence, genotypes and influence on salmonella
epidemiology Epidemiology and Infection October, 134:635-644, 2005.

32. Munster VJ, Wallensten A, Baas C, Rimmelzwaan GF, Schutten M, Olsen B, et 4.
Mallards and highly pathogenic avian influenza ancestral viruses, northern Europe.
Emerging Infectious Diseases 2005 Oct [date cited]. Available from
http://www.cdc.gov/ncidod/EID/vol 11n010/05-0546.htm

33. Herrmann B, Persson H, Jensen J-K, Joensen HD, Klint M, Olsen B. Chlamydophila
psittaci in fulmars, the Faroe Islands. Emerging Infectious Diseases. 12:330-332. 2006.
[date cited]. Available from http://www.cdc.gov/ncidod/ElD/vol 12n002/05-0404.htm.

34. Olsen B., Munster V.J., Walllensten A., Wadenstrom J., Osterhaus, A, Fouchier
R.A.M. Global patterns of influenza A virusin wild birds. Science 2006 vol 312, april
21, 384-388.

35. Par Comstedt, Sven Bergstrom, Bjorn Olsen, Ulf Garpmo, Lisette Marjavaara, Alan
G Barbour, Hans Mgjlon, and Jonas Bunikis. Lyme borreliosis and migratory birds:
tick infestation prevalence but not reservoir competence correlates with foraging
behaviour. Emerging Infectious Diseases 12:1087-1095, 2006.
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Anders Wallensten, Vincent J. Munster, Neus Latorre-Margalef, Mia Brytting, Johan
Elmberg, Ron A.M. Fouchier, Thord Fransson, Paul D. Haemig, Malin Karlsson, Ake
Lundkvist, Albert D.M.E. Osterhaus, Martin Stervander, Jonas Waldenstrém, and
Bjorn Olsen. Surveillance of Influenza A Virus in Migratory Waterfowl in Northern
Europe. Emerging Infectious Diseases, 2007 Mar.
www.cdc.gov/ElD/content/13/3/404.htm

Jonas Waldenstrom, Ake Lundkvist, Sven Bergstrom, Paul Haemig, Kerstin Falk,
Bjorn Olsen. Migrating Birds and Tick-borne Encephalitis Virus (TBEV). Emerging
Infectious Diseases Aug 2007, 18:1215-18.

Vincent J. Munster, Chantal Baas, Pascal Lexmond, Jonas Waldenstrém, Anders
Wallensten, Thord Fransson, Guus F. Rimmelzwaan, Walter E. P. Beyer, Martin
Schutten, Bjérn Olsen, Albert D.M.E. Osterhaus and Ron A.M. Fouchier. Spatial,
temporal and species variation in prevalence of influenza A viruses in wild migratory
birds. PLOS pathogens. PLoS Pathog 3(5): €61. doi:10.1371/journal.ppat.0030061

Diana Axelsson-Olsson, Patrik Ellstrom, Jonas Waldenstrom, Paul D. Haemig, Lars
Brudin, and Bjorn Olsen. Acanthamoeba-Campylobacter co-culture as a novel
method for enrichment of Campylobacter species. Applied and Environmental
Microbiology, 73:6864-6869, 2007.

Jerker Fick, Rickard H. Lindberg, Mats Tysklind, Paul D. Haemig, Jonas
Waldenstrom, Anders Wallensten, Bjorn Olsen. Antiviral oseltamivir is not removed
or degraded in normal sewage water treatment: implications for development of
resistance by influenza A virus. PLOS One, October 2007.

Maria Sj6lund, Jonas Bonnedahl, Jorge Hernandez, Stina Bengtsson, Jarone Pinhassi,
Gunnar Kahimeter, Bjérn Olsen. DISSEMINATION OF MULTI-RESISTANT
BACTERIA INTO THE LAST PRISTINE AREA — THE ARCTIC. In press
Emerging Infectious Diseases.

Thegerstrom J, Romanus V, Friman V, Brudin L, Haemig PD, Olsen B.
Mycobacterium avium lymphadenopathy among children, Sweden. Emerg Infect Dis
[serial on the Internet]. 2008 Apr Available from
http://www.cdc.gov/EID/content/14/4/661.htm

Komar N, Olsen B. Avian influenza virus (H5N1) mortality surveillance. Emerging
Infectious Diseases. 2008 Jul [date cited].
http://www.cdc.gov/ElD/content/14/7/1176.htm DOI: 10.3201/eid1407.080161.

. Maria §6lund, Stina Bengtsson, Jonas Bonnedahl, Jorge Hernandez, Bj6rn Olsen and

Gunnar Kahimeter. ANTIMICROBIAL SUSCEPTIBILITY IN ESCHERICHIA COLI
OF HUMAN AND AVIAN ORIGIN - A COMPARISON OF WILD TYPE
DISTRIBUTIONS. Clinical Microbiology and Infection in press.

Patrik Ellstrom, Neus Latorre-Margalef, Petra Griekspoor, Jonas Waldenstrom, Jenny
Olofsson, John Wahlgren and Bjorn Olsen .Sampling for low-pathogenic avian
influenza A virus in wild Mallard ducks. oropharyngeal versus cloacal swabbing.
V accine 2008;
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PAUL D. HAEMIG JONAS WALDENSTROM & BJORN OLSEN. Roadside
ecology and epidemiology of tick-borne diseases. Scandinavian Journal of Infectious
Diseases 2008

Maria Ludovica Sacca, Cesare Accinelli, Jerker Fick, Richard Lindberg, Bj6rn Olsen.
Environmental fate of the antiviral drug Tamiflu in two aquatic ecosystems. In press
Chemosphere

J. Wahlgren, J. Wadenstrom, S. Sahlin, P.D. Haemig, R.A.M. Fouchier, A.D.M.E.
Osterhaus, J. Pinhassi, J. Bonnedahl, M. Pisareva, M. Grudinin, O. Kiselev, J.
Hernandez, K.I. Falk, A. Lundkvist, B. Olsen. Gene Segment Reassortment between
American and Asian Lineages of Avian Influenza Virus from Waterfowl in the
Beringia Area. Vector-Borne and Zoonotic Diseases. 2008, Vol. 0, No. 0: 1-8

Petra Griekspoor, Jonas Waldenstrom, Bjoérn Olsen Further evidence of human
introduction of Campylobacter jgjuni in Antarctic wildlife. In press Emerig Infectious
Diseases.

Latorre-Margalef N., Gunnarsson G., Munster V.J., Fouchier R.A.M., Osterhaus A.D.,
Elmberg J., Olsen B., Wadlensten A., Haemig P.D., Fransson T., Brudin L. &
Waldenstrém J. (in press).-Effects of influenza a virus infection on migrating mallard
ducks. Proceedings of the Royal Society B: Biological Sciences. In Press.

20



The Lund University application for EpiHealth, 2009
Research constellation

10. Ann-Christine Syvanen, MD, PhD, Professor Molecular Medicine, UU

Birth:

July 28, 1950, in Helsinki, Finland

Citizenship: Finnish (280750-104Y) and Swedish (500728-0901)

Education
1993
1983-1987

1970-1976

Visiting scientist, Dept of Molecular Biology, Uppsala Univ., Prof. C Kurland
Graduate studies at Institute of Biotechnology, University of Helsinki. PhD in
Biochemistry, Jan 31, 1987, Advisor: Prof. Hans Soderlund

Department of Biochemistry, University of Helsinki, MSci in Biochemistry

Professional history

2000-
1998-1999
1990-1998

1989-
1983-1989

Distinctions

1992

Professor in Molecular Medicine, Dept of Medical Sciences, Uppsala Univ.
Assoc. Prof (Lektor) in Molecular Medicine, Dept of Medical Sciences, UU
Senior staff scientist, Acting Head (for Prof Lena Peltonen), Dept of Human
Molecular Genetics, National Public Health Institute, Helsinki, Finland
Lecturer (Docent), University of Helsinki

Research scientist, senior scientist, group leader, Biotechnology Unit, Orion
Pharmaceutica, Helsinki, Finland

The Paul Astrup Pricein Clinical Chemistry (with E. Ikonen, L. Palotie)

Graduate and post doctoral students supervised

1996-2008
2009-
2000-2009

Supervisor for 11 graduated PhD students, of which 7 as main supervisor
6 PhD studentsin progress as main supervisor, two dissertations in 2009
Supervisor for 7 post-docs

Commissons of trust

2008-
2004-
2008-2010

2006-2009
2002 -
2005-2008
2005-2007
2000-2003
2006-
2000-2005
2002-2007
2001-
2000-2005
2006
2001-2009
2000-2006

1996-2008

Member of the Swedish Royal Academy of Sciences
Member of the Finnish Academy of Engineering Sciences
Partner in Norfa/lNordforsk Infrastucture for Promoting Next Generation
Sequencing Technology
Partner in Nordic Center of Excellence in Disease Genetics
Scientific advisory board, French Genome Institute (former CNG), France,
Scientific advisory board, Quebec Genome and Innovation Center, Montreal,
Scientific adviser, Beckman Coulter, Krefeld, Germany
Scientific adviser Orchid BioSciences Inc, Princeton, NJ, USA,
Director of the SNP Technology Platform in Uppsala
Coordinator of WCN national technology platform for SNP/DNA analyses.
Vice prefect (dean) of the Department of Medical Sciences, Uppsala Univ.
Council member, Uppsala Graduate School for Biomedical Research
Council member, Human Genome Organization (HUGO International)
Program committee, Human Genome Meeting, HGM 2006, Helsinki Finland
Organizer, HUGO series of biannual “Mutation Detection” meetings
Scientific adviser and lecturer, HUGO series of biannual “Mutation Detection
training course
Faculty opponent at 13 PhD dissertations, Lund University, Karolinska
Institutet, Royal Institute of Technology, Stockholm; University of Helsinki,
University of Turku, Uppsala University,
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2000-2006  Organizer and lecturer, EMBO practical course “Advanced Techniques in
Molecular Medicine” Uppsala University, five courses

2003-2007  Main organizer, WCN national practical course “Applied Bioinformatics and
Methodologiesin SNP genotyping”, five courses

2008- Main organizer, WCN nationa practicadl course “Laboratory and
Computational Methods for Massively Parallel Sequencing’

2000- Peer reviewer for international journals, incl. Nature Genetics, Nature
Biotechnolology, Nature Methods, Nature Medicine, Genome Res, ~30
manuscripts annually

2003- 2006 Member of Scientific advisory group for the EUFP6 Thematic Research Area
1 “Genomics and Biotechnology for Health”, Brussels

2003-2007 Review panel for Functional Genomics(FUGE), Norwegian Research Council

2000-2005  Review board for grants in biotechnoloy, Swedish Research Council (VR-NT)

2002 Review pandl for grantsin medical sciences, Academy of Finland,

2000 Review pand for grantsin natural sciences, Academy of Finland

2002, Selection board for professorship in Pharmacogenetics, Karolinska Institute,

2007 Review board for “Future Research Leaders’, Swedish Foundation for
Strategic Research

2007-2012  Review board for preclinical research grants, Swedish Cancer Foundation

2000- Ad hoc reviewer of grant applications, incl. NWO, the Netherlands, Wellcome
Trust, UK, Genome Canada, 3-5 applications annually

2003- Editoria Board member, Hum Genetics, Hum Mutation, Cancer Genomics and
Proteomics, BM C Biotechnolology

1988-2009  Invited speaker at > 50 international scientific conferences

Major research grants

2000-2010  Swedish Research Council (Medical Sciences, VR-M),

2004-2009  Swedish Research Council (Natural Sciences and Technology, VR-NT)
2005-2010  Swedish Foundation for Cancer Research (RFC)

2009-2011  Swedish Foundation for Pediatric Cancer Research

2007-2009  Alliancefor Lupus Research, USA (co-ordinator L. Ronnblom, UU)

2007 K&A Wallenberg foundation, equipment grant for SNP Technology Platform
2008 Swedish Research Council (Infrastructure, VR-KFI), equipment grant
2006-2010  Partner and national Pl: EC FP6 LSH program “Cardiogenics’

2005-2009  Partner and national Pl: EC FP6 IST program SMART Bio-MEMS
2008-2011  Partner and PI: EC FP7 HEALTH program “ENGAGE; 2008-2011
2007-2010 K&A Wallenberg foundation, Swedish “Procardis’ project (Pl A. Hamstén,

KI)

Entrepreneurial achievements

Co-inventor with H Soderlund on patent family International PCT publication number WO
91/13075, 1991, European Patent No 0648280 Issued May 12th, 1999, US patent No:
6,013,431 Issued Jan. 11, 2000 (Issued patent AU 1994, NZ 1992, ZA 1991); “Method for
determining specific nucleotide variations’.

Scientific production:
199 publications, of which 139 original articles, 46 review articles or book-chapters, 3 patent
families, 11 miscellaneous.
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Selected publications for Ann-Christine Syvanen

1. Milani L, Lundmark A, Nordlund J, Kiialainen A, Flaegstad T, Jonmundsson G,
Kanerva J, Schmiegelow K, Gunderson KL, Lénnerholm G, and Syvanen A-C.
Allele-specific gene expression patterns in primary leukemic cells revea regulation of
gene expression by CpG site methylation. Genome Research 9:1-11, 2009.

2. Chen D*, Ahlford A*, Schnorrer F, Kalchhauser |, Fellner M, Viragh E, Kiss |,
Syvanen A-C**, Dickson BJ**. * equa contribution, ** corresponding authors,.
High-resolution, high-throughput SNP mapping in Drosophila melanogaster. Nature
Methods 5:323-329. 2009.

3. Sigurdsson S, Goring HHH, Kristjansdottir G, Milani L, Nordmark G, Sandling J,
Eloranta M-L, Feng D, Sangster-Guity N, Gunnarsson |, Svenungsson E, Sturfelt G,
Jonsen A, Truedsson L, Barnes BJ, Alm G, Ronnblom L, Syvanen A-C.
Comprehensive Evaluation of the Genetic Variants of Interferon Regulatory Factor 5
Reveals aNove 5 bp Length Polymorphism as Strong Risk Factor for Systemic Lupus
Erythematosus, Hum Mol Genet:17, 872-881, 2008

4. Sigurdsson S, Nordmark G, Garnier S, Grundberg E, Kwan T, Nilsson O, Eloranta
ML, Gunnarsson I, Svenungsson E, Sturfelt G, Bengtsson AA, Jonsen A, Truedsson L,
Rantapé&-Dahlqgvist S, Eriksson C, Alm G, Goring HH, Pastinen T, Syvanen A-C*
(*corr author), Ronnblom L. A common STATA4 risk haplotype for Systemic Lupus
Erythematosus is over-expressed, correlates with anti-dsDNA production and shows
additive effects with two IRF5 risk aleles. Hum Mol Genet:17:2868-2876, 2008.

5. Hom G, Graham R, Modrek B, Taylor K, Ortmann W, Garnier S, Lee A, Chung S,
Ferreira R, Pant K, Ballinger D, Kosoy R, Demirci Y, Kamboh I, Kao A, Tian C,
Gunnarsson |, Bengtsson A, Rantapédd-Dahlqvist S, Petri M, Manzi S, Seldin M,
Ronnblom L, Syvanen A-C, Criswell L, Gregersen P, Behrens T. Association of
Systemic Lupus Erythematosus with C8orf13-BLK and ITGAM-ITGAX. N Engl J
Med, 358, 900-909, 2008.

6. Sigurdsson S, Nordmark G, Goring HHH, Lindroos K, Wiman A-C, Sturfelt G,
Jonsen A, Rantapdd-Dahlqvist S, Moller B, Kere J, Koskenmies S, Widén E, Eloranta
M-L, Julkunen H, Kristjansdottir H, Steinsson K, Alm G, Ronnblom L, Syvanen A-C
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AstraZeneca

Sddertélje March 12, 2009

Letter of endorsement
The Swedish Research Council Call for Grant Applications: Strategic Research Areas

Epidemiology for Health (EpiHealth) — The Lund and Uppsala University Strategy for
Innovation and Excellence in Open-Access, Basic-Translational and Applied
Epidemiological Research

AstraZeneca has a strong commitment to research and drug development to improve health
care. In that effort, AstraZeneca collaborates with academic partners to improve understanding
of major diseases, discover new drug targets and develop biomarkers. Epidemiology is a core
discipline in this collaborative research. Important projects within this framework are currently,
and have been since several years, carried out together with researchers at Lund and Uppsala
Universities. Both universities have established important epidemiological databases, including
population-based cohorts and patient registries. Some of these databases are unigue from an
international perspective, due to high numbers of participants, available biobanks and extensive
examinations. The collaboration between AstraZeneca and Uppsala University includes the
population-based PIVUS study, the national quality registers at the Uppsala Clinical Research
center (UCR) and molecular epidemiology studies of lung cancer. Important studies on
cardiovascular diseases, diabetes, pulmonary diseases and osteoarthritis are currently
performed in collaboration with Lund University (e.g., the Malmé Preventive project, the Malmé
Diet and Cancer study, and the Role of Low Lung function Study (ROLLS)). The EpiHealth
programme is likely to strengthen this research for the future. This research can clearly be of
value for future health care, both in terms of academic discoveries as well as for drug
development.

Therefore, AstraZeneca lends its support to the collaboration of Uppsala University and Lund
University as described in the EpiHealth programme and endorses the application for funding of
strategic research in epidemiclogy.

yrm.ﬁ fjﬁ(f{':” \

Jan Lundberg -~/
Executive Vice President
Global Discovery Research

AstraZeneca Visitors Address Tel +46 B 553 260 00 Aeg Offize AsraZensca AB (publ)
R&D Headquarters Vistra Malarehamnan 9 Fax +46 8 553 250 00 oL =
5.151 85 Sodertilje Stdertilje woww,.astrazenaca.com VAT Mo SE2E5011748201
Sweden
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Letter of endorsement

Uppsala University and Lund University form an alliance in applying for
support of research in epidemiology with strategic importance for public
health. In this effort the hospitals connected to the Faculties of Medicine at
the two Universities are key partners.

The University Hospital in Uppsala has a strong commitment to research and
development in epidemiology to improve health care, The Hospital has
already- in collaboration with Uppsala University — made substantial
investments to create an infrastructure for excellent research in
epidemiology, including the Uppsala Clinical Research Center, a hiobank
resource, and facilities for analysis of genotype and gene expression. Hence,
the Hospital lends its full support to the ambition to form a comprehensive
research center for clinical epidemiology.

Government support for strategic research in epidemiology at Uppsala
University would — together with the investment made by the University
Hospital - give a unique opportunity to build a platform for research in
clinical epidemiology of the highest international standard. Thus, the
University Hospital in Uppsala fully endorses the application for funding of
strategic research in epidemiology.

Uppsala, 2 March 2009 -
- { o
' ,:?J ."‘ I f - Fa
. | | 'ul {
[ L’Lc"t,zwt n!-;‘ v—L%—‘_} m_ﬂ___‘i&( f(\-'\
"Marie Beckman Suurkiila
Hospital CEO, Deputy County Council Director

Address 582751 85 Uppsala, Sweden

Bharne +44 18 §11 oo oo

VAT dumier SE-2I210G002401

Postal Gire 3 55 oo-8

wnricakadensisha.se UPPEALA UHIVERSITY HOSPITAL
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Letter of Intent

This letter confirms out strong commitment to continue and decpen Region Skine’s longstanding and
fruitful collaboration with the Faculty of Medicine, Tund University (LLI). At the prospect of seeing
governmental sttategic concentration of research funding to LU for several arcas such as epidemiology,
there is much potential in the well integrated collaboration, in particular within the university hospitals in
Lund and Malmé, and in primary health care units in the county at large.

Skiine, with a population of 1,2 million inhabitants is & united county with Region Skine acting as its
coordinator in many important issues of regional development. In its capacity as county council, Region
Skiine provides everything from antenatal screening and routine treatments for coughs and common colds
to open heart surgery, accident and emergency treatment as well as end-of-life care within 9 hospitals and
100 primary health care centers. To improve the quality of services we need to constantly generate new
knowledge about future medical benefits. Developments in science offer important possibilities for disease
prevention and treatment in the future. From the start of our collaboration in 1768 the Faculty of
Medicine has been our most important provider. Over the years we have established a close collaboration
in education, research and development. Today Region Skine and LU have entered a regional agreement in
regulating cooperation for undergraduate education of physicians, medical research and development of
health cate, The agrecment comprises broadened and deepened collaboration between the parties.

When it comes to research in translational and applied epidemiclogy, the overall quality and
development of research as well as professional education in this field are of outmost importance for many
different clinical specialities. Until 1997, the county councils wete responsible for most of this professional
undetgraduate education, but since LU took over this responsibility we have seen an impressing
development. Education and research in epidemiology and public health have reached a strong national
and international standing, and we foresee that this development will continue with unabated strength. A
concenttation of research funding to LU would for certain safeguard and energise this development, with
synergy effects directly observable in the clinical contexts. Over the years, Region Skine has engaged in
interaction with the Faculty to increase the potential for implementation of clinically relevant
developments. Being the first alliance in Sweden to create such possibilities, one recent example is that LU
and Region Skine have created specialised centres in both Lund and Malmé for clinical trials
epidemiclogy, biostatistics, data management, bicbanking as well as DNA extraction and sequencing, Our
ambition is to continue this line of development at the two resource centres called Region Skine Clinical
centres (RSKC).

Based on these circumstances Region Skine declares its full suppoert and active engagement for the
research application in epidemiology, as described in the programme “Bpidemiology for Health (Epit)”.
Region Skiine has every intention to go on with its policy to strengthen and deepen the long-standing
collaboration with the Faculty of Medicine, LU

For and behalf of Region Skine,
g :— G’oﬁ‘ -

Saren Olafsson L
FExecutive Director 1 I:?dg(
Director of R&D




Swedish Association
of Local Authorities
and Regions March 5, 2009

Letter of intent

This letter confirms that the Swedish Association of Local Authorities and Regions
(SALAR) is strongly committed to support the National Healthcare Quality Registries.
The Quality Registries provide feedback information to care givers all over Sweden and
they are of great importance for quality improvement work in the health care system.
The National Competence Centres are essential for the development of the Quality
Registries. SALAR supports the Quality Registries and the National Competence
Centres financially on condition that they fulfil specific demands. The financial support
regards only the cause quality improvement.

However, the Quality Registries are also of great value for research purposes. We have
continuously seen many benefits for Swedish health care system due to the research
using Quality Registry data, and we hope that we will continue to do so in the future.
Therefore we urge the National Healthcare Quality Registries and National Competence
Centres to seek partnerships and financial support from other sources for research
activities.

SALAR currently support the following National Competence Centers:

- Uppsala Clinical Research and Registry Center (UCR), part och Uppsala
University

- Swedish National Competence Centre for Musculoskeletal Disorders (NKO),
part of Lund University

- EyeNet Sweden

The Quality Registries that receive funding are listed at www.kvalitetsregister.se.

Best regards,

A%

Swedish Association of Local Authorities and Regions
Health and Social Care Division
eHealth and Healthcare Development Section

Ann Hedberg Balka
Manager of eHealth and Healthcare Development Section

Swedish Association of Local Authorities and Regions
SE-118 82 Stockholm, Visiting: Homsgatan 20

Phone: +46 (0)8-452 70 00, Fax: +46 (0)8-452 70 50
info@skl.se, www.skl.se



Paris, February 26, 2009

Doctor Lars LIND

Department of Medicine
Picerre Corvol ing 40
Administrateur du Collége de France University Hospital
Président de |'Assemblée des Professeurs

S-75185 UPPSALA

SWEDEN

Dear Dr. Lind,

It was a great pleasure to visit you in Uppsala. | enjoyed discussing with you and | was quite
interested in the epidemiologic work you are conducting in aged patients from Uppsala area.

My visit was part of a collaboration between Uppsala University and the Collége de France. In this
regard, | am pleased to say that | certainly would like to support the work you are conducting in
epidemiology. | believe that this work could be of value for future collaboration. As we discussed
together, our laboratory has generated interesting data showing that apelin might be a peptide to
look at in your future cohort, as it might be a new biomarker for cardiovascular diseases.

With my best,

LL&;LW,J

Professor Pierre CORVOL
Chairman of the Chair of Experimental Medicine

11, place Marcelin-Berthelot - 75231 Paris cedex 05 « Téléphone : 33 (0)1 44 27 16 75 « Télécopie : 33 (0)1 44 27 16 91
Courriel : corvol_cdf@college-de-france.fr
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Vice-Chancellor
University of Lund
Box 117

221 00 Lund

Regarding the University of Lund Grant Application
within the Strategic Research Area “Epidemiology”

The Centre of Reproduction Epidemiology (former Institute of Embryol-
ogy) at the University of Lund, previously represented by Bengt Kéllén and
now also by Karin Kéllén, has since the early 1960's been closely linked to
the Centre for Epidemiology at the Swedish National Board of Health and
Welfare.

The collaboration has been of immense importance for the authority’s
evaluation of the role of various intrauterine exposures on the origin of
birth defects, foetal or neonatal death, and child- and youth health. Exam-
ples of intrauterine exposures that have been thoroughly studied are: the
Chernobyl-breakdown, maternal exposure to possible radiation from com-
puter screens, and maternal smoking during pregnancy. Medical interven-
tions (e.g., caesarean section or in vitro fertilization), and maternal use of
medical drugs during pregnancy, are objects under continuous surveillance
regarding their impact on perinatal outcome. For the mentioned project re-
garding drug safety, the Swedish Medical Products Agency is also involved
in the collaboration.

The Centre of Reproduction Epidemiology in Lund expertise is also impor-
tant for the Swedish National Board of Health and Welfare’s participation
in the international society for surveillance of birth defects.

Since the academic connection is, and has been, essential for the enduring
collaboration, the Centre for Epidemiology at the Swedish National Board
of Health and Welfare support the University of Lund grant application
within the Strategic Research Area “Epidemiology”.

Stockholm 2009-02-12

’2 /mio éf,(/ ”fau £PNA

Petra Otterblad Olausson

Head of Department

Centre for Epidemiology

The Swedish National Board of Health and Welfare.

SOCIALSTYRELSEN
106 30 STOCKHOLM
Besok Ralambsvégen 3

Telefon vaxel 075-247 30 00 Fax 075-247 32 52
Telegram Socialstyret

E-post socialstyrelsen@ socialstyrelsen.se  Org nr 202100-0555

Internet www.socialstyrelsen.se Postgiro 15616-6



February 22, 2009

Lars Lind, MD, PhD

Professor, Department of Medical Sciences
Uppsala University

Akademiska sjukhuset

S-751 85 Uppsala

SWEDEN

Dear Lars,

This letter is to indicate my deepest gratitude for the ongoing collaboration between the Framingham
Heart Study and you and your colleagues at the Uppsala University. The exchange of several post-
doctoral students between our respective institutions over the last 6 years has greatly strengthened the
Framingham Heart Study fellowship program. Indeed, as I have told you several times, the fellows we
have had from your institution have been among the very best of the fellows who have graced our
program over the last 16 years that I have been associated with the same.

I am also very excited about the opportunity to collaborate with you and your colleagues on our NIH-
funded research project entitled “Genome-wide association study of cardiac structure and function™. I
welcome the opportunity for PIVUS to participate as an external replication sample as part of EchoGen
consortium. The availability of detailed evaluation of cardiac structure and function using
echocardiography in the PIVUS random sample of approximately 1000 older individuals living in
Uppsala is a key strength of the EchoGen consortium effort.

T am confident that conducting a meta-analysis of genome-wide association study (GWAS) results for
over 17,000 individuals across the Framingham Heart Study and 6 other cohorts will maximize
opportunities for discovering novel genetic variants that underlie interindividual variability in
echocardiographic traits. The availability of the PIVUS DNA for genotyping efforts to replicate our
‘discovery’ findings will greatly enhance the robustness of the scientific findings that the EchoGen
consortium will generate.

Overall, I am also looking forward to strengthening our collaborations in the coming years at multiple
levels, ranging from exchange of post-doctoral scientists to further cooperation in genetic and other
studies performed on multiple traits that the Framingham Study and the PIVUS cohort share. We have
also discussed the development of visiting Professorship programs to further enhance the depth of
interactions between our respective studies, and I remain very enthusiastic about the same.

To this end, I am hoping that the continued development of your division and the sustained investment of
additional resources into your study will greatly enhance the joint scientific productivity and partnership
between the Framingham Study and your research group at Uppsala. I am looking forward to our meeting



at the Cardiovascular Epidemiology meeting of the American Heart Association next month in Florida to
further crystallize, develop and expand our collaborative research efforts.

Lastly, [ am personally grateful to you for your friendship, and for the scientific exchanges we have had,
which have substantially and directly improved my own research.

With highest regards and deepest respect,
Sincerely,

W

Vasan S. Ramachandran, MD, DM
Professor of Medicine

Boston University School of Medicine
The Framingham Heart Study

73 Mount Wayte Ave. Suite 2
Framingham, MA 01702-5827
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MEMORANDUM OF UNDERSTANDING

between
Faculty of Medicine, Lund University, Sweden
and
School of Medicine, Stanford University, USA

. Agresment to Cooperate

With the object of promoting co-operation in academic education and research between
Faculty of Medicine, Lund University and School of Medicine, Stanford University, the
following Memorandum of Understanding is established.

. Areas of Cooperation

Within fields that are mutually acceptable, the following general forms of co-operation
will be pursued:

- Exchange of students
Joint teaching activities
- Joint research activities
Visits by, and interchange of, scholars, teachers and other staff.

. Development of Specific Projects

Appropriate agreements for the implementation of the activities listed in Section 2. above
will be developed mutually for specific projects. Any such agreement shall ensure that
appropriate arrangements for studying, working, and for living and maintenance expenses
are made before the arrival of a staff member or a student to the host university.

Annexes
This Memorandum of Understanding will, from time to time, have annexes attached fo it

with regard to these specific projects.

. Financial Arrangements
Both parties understand that all financial arrangements will have to be negotiated and

1
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mutually agreed, and will depend on the availability of funds. Both parties will seek
financing of joint activities from sources available to them.

General Coordinators

Each University shall designate an administrative office to oversee and facilitate the
implementation of any agreements arising out of this Memorandum of Understanding.

These offices are:

For Faculty of Medicine, Lund University:  For School of Medicine, Stanford

University
Programme Manager Program Director
Anne Messeter Dr. Karoly Nikolich
E-mail: anne.messeter@med.lu.se E-mail: nikolich@stanford.edu
Tel: +46 (0)46 2227216 Tel: +1 (650) 736 1374

. Legal Relationship

Nothing in this Memorandum of Understanding shall be construed as creating any legal
relationship between the parties. This Memorandum of Understanding shall be construed
as a statement of intent to foster genuine and mutually beneficial academic collzboration.

Termination of Memarandum

The present agreement may be terminated by mutual consent or by either of the parties by
six months’ notice in writing without prejudice, however, to any persons already engaged
in a program of exchange.

Commencement and Renewal of the Memorandum

This agreement shall come into force 15" January 2007 (Effective Date). If the
agreement remains dormant for five consecutive years it will be deemed to have lapsed.
If the agreement remains active, the two institutions agree to review it five years from the
Effective Date and thereafter every five years. The agreement will be renewed by
exchange of letters.

This agreement is written in English, in two originals, both of equal validity.

2
AM 2006-12-19




Professor Bo Ahrén

Barno L.
Dean,
Faculty of Medicine, Lund University

Date: 15" January, 2007
Signed on behalf of Faculty of Medicine,
Lund University

Mr. Magnus Lundin

Head of Fﬁculty QOffice
Faculty of Medicine, Lund University

Date: 15" January, 2007

Signed on behalf of Faculty of Medicine,
Lund University

M:Ad 1468/2008

Professor Philip A. Pizzo

(hefhso o

Dean,

School of Medicine, Stanford University

Date: 15th January, 2007
Signed on behalf of Faculty of Medicine,
Stanford University
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VRAPS/VR-Direct bilaga 2004.Ss

Kod Dnr
\ a pwamemed 009
VETE NSKAPS RAD ET Eriksson, Per Filip Billy

s  THE SWEDISH RESEARCH COUNCIL Date of birth Reg date

490622-3310 2009-03-14 13:19:23
Project title

Epidemiology for Health (EpiHealth): for Innovation and Excellence in Open-Access, Basic-Translational and Applied Epidemiological
Research

Strategic Research Areas

V R Strategic Research Areas Appendix S

*Medicin
VR-St-Epi Lunds universitet Signatures
2010 2011 2012 2013 2014
10000 10000 15000 15000 15000 2010-01-01 -- 2014-12-31
Applicant Date
Head of department at host University Clarifi cation of signature Telephone

A signature on the application is required not only from the applicant but also from the authorised representative of the host
university/institution or equivalent (normally the head of the department or establishment where the research is to be conducted). The
signature confirms that the department can accommodate the proposed research, position or equipment; that the costing in the application is
approved for the department's part, that any proposed experimentation on human or animal subjects has been reported, and that the
appplicant has reported any secondary occupations and commercial ties (s)he may have, and nothing inconsistent with good research
practice has thereby emerged. The applicant must have discussed these conditions with the representative of the host university/institution
or equivalent before the latter approves and signs the application.

Educational Science (not Travel and Conference grants)

Note that the signature of an authorised representative of the host university/institution or equivalent means that the latter undertakes to
invest its own resources corresponding to at least one-third of the funds obtained from the Committee for Educational Science, if the
application is approved. This co-funding may include existing research if this can be linked with projects in Educational Science. Host
universities/institutions or equivalent that are awarded funds must annually submit a special report on how the institution has measured up
to the co-financing requirement. For research conducted in collaboration with researchers from other educational institutions, the host
university/institution or equivalent is responsible for all agreements with the researchers concerned.

International Postdoctoral Fellowships  are administered by the Swedish Research Council. The only signature required on the
application is that of the applicant.

Travel, Conference and Publication grants: The only signature required on the application is that of the applicant.

Vetenskapsradets noteringar
Kod

2009-2223-65026-44

Vetenskapsradet, SE-103 78 Stockholm, tel. +46 (0)8 546 44 000, vetenskapsradet@vr.se
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