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Session Overview

Fogh Nielsen .

Emma Tina Bisgaard Olesen. VASOPRESSIN-INDEPENDENT TARGETING OF
AQUAPORIN-2 BY SELECTIVE E-PROSTANOID RECEPTOR AGONISTS
ALLEVIATES NEPHROGENIC DIABETES INSIPIDUS

Yonglun Luo. DEVELOPMENT OF BRCA1 KNOCKOUT PIGS AND TRANSCRIPTOME
STUDIES OF DISEASE PROGRESSION

Morten Sondergaard Jensen. CRYPTORCHIDISM IN DENMARK: STUDIES OF
REGISTRY VALIDITY, DISEASE ETIOLOGY, AND TIMING OF CORRECTIVE
SURGERY

Abstracts from PhD chairmen .

Oral session 1 : GP1: Membrane Transporters and Receptors,
GP7: Laboratory Medicine, GP11: Tooth, bone and joint
diseases .

Chairmen: Thomas G Jensen, Randi Groslier Bjelde (PhD student) & Martin Gottliebsen (PhD
student)

0o01.01 Ole Halfdan Larsen. COMBINATION OF RECOMBINANT FACTOR VIIA AND
FIBRINOGEN CORRECTS THE COAGULOPATHY OF PRIMARY IMMUNE
THROMBOCYTOPENIA AT VERY LOW PLATELET COUNTS

001.02 Jennifer Heather Christensen. THERMOGRAPHY AS A QUANTATIVE METHOD FOR
ASSESSING POSTOPERATIVE INFLAMMATION

001.03 Mette Sgrensen. ZOLEDRONATE-IMPREGNATED ALLOGRAFT IMPROVES THE
FIXATION OF ORTHOPAEDIC REVISION IMPLANTS

001.04 Britta Weber. NEW METHODS FOR IDENTIFYING RESPONDERS AMONG
PATIENTS WITH NON-CELL LUNG CANCER TREATED WITH ERLOTINIB

001.05 Rita Marques. THE AVP-STIMULATED NACL ABSORPTION IN MOUSE
MEDULLARY THICK ASCENDING LIMB IS ABOLISHED BY THE V2 RECEPTOR
ANTAGONIST SATAVAPTAN

001.06 Mette Laursen. STRUCTURAL INSIGHT INTO THE HIGH AFFINITY BINDING OF

CARDIOTONIC STEROIDS TO THE NA+,K+-ATPASE

Oral session 2 : GP2: Molecular Metabolism and
Endocrinology, GP6: Cardiovascular.

Chairmen: Christian Aalkjeer, Annette Langager Hagh (PhD student) & Esben Laugesen (PhD student)

002.01 Thomas Svava Nielsen. FASTING, BUT NOT EXERCISE, INCREASES ADIPOSE
TRIGLYCERIDE LIPASE (ATGL) AND REDUCES G(0)/G(1) SWITCH GENE 2 (GoS2)
PROTEIN AND MRNA CONTENT IN HUMAN ADIPOSE TISSUE



002.02

002.03

002.04

002.05

002.06

Jakob @stergaard. MANNAN-BINDING LECTIN IN TYPE 1 DIABETES -
PRODUCTION AND TURNOVER

Anna Sellmer Seorensen. URINE OSMOLALITY AS PREDICTOR OF OPEN DUCTUS
ARTERIOSUS IN NEONATES LESS THAN 32 WEEKS OF GESTATION

Mikkel Vendelbo. METABOLIC ADAPTATIONS TO FASTING IN HUMAN SKELETAL
MUSCLE

Rebekka Thomsen. REMOTE ISCHEMIC PRECONDITIONING RELEASES A
CIRCULATING CARDIOPROTECTIVE FACTOR BUT TARGET TISSUE RESPONSE IS
ATTENUATED DUE TO AN INTRINSIC CARDIOPROTECTIVE ACTIVATION IN
DIABETIC PATIENTS

Runa Hyldgaard Poulsen. 9MSESTAMIBI A POTENTIAL MARKER OF AREA AT RISK
AFTER REVASCULARISATION IN AN ISCHEMIC-REPERFUSION PORCINE
MODEL.

Oral session 3 : GP3: Public Health, GP10: Translational
Molecular Medicine.

Chairmen: Bodil Hammer Bech, Jakob Jakobsen (PhD student), Maiken Kudahl Larsen (PhD student)
& Matias Grynderup (PhD student)

003.01

003.02

003.03

003.04

003.05

003.06

Dorthe Sgrensen. PATIENT EXPERIENCES WITH NON-INVASIVE VENTILATION: A
GROUNDED THEORY STUDY IN PATIENTS WITH CHRONIC OBSTRUCTIVE
PULMONARY DISEASE

Charlotte Uggerhgj Andersen. PULMONARY HYPERTENSION IN INTERSTITIAL
LUNG DISEASE AND CHRONIC OBSTRUCTIVE LUNG DISEASE — NT-PROBNP
AND IMPACT ON FUNCTIONAL CAPACITY

Grethe Elholm. FARMING EXPOSURES PROTECT AGAINST NEW ONSET OF
POLLEN SENSITIZATION IN YOUNG ADULTS

Christian Wulff. A RANDOMISED CONTROLLED TRIAL OF HOSPITAL-BASED CASE
MANAGEMENT TO IMPROVE CANCER PATIENTS’ SELF-RATED QUALITY OF
LIFE

Elise Roge Nielsen. INVOLVEMENT OF KCNQ K+ CHANNELS IN HYPOXIC
VASODILATATION IN PORCINE CORONARY ARTERIES

Raffaella Magnoni. HETEROZYGOUS HSP60 KNOCK-OUT MICE REPRESENT A
MODEL OF HEREDITARY SPASTIC PARAPLEGIA TYPE 13

Oral session 4 : GP8: Neuroscience, GP12: Clinical Medicine.

Chairmen: Jens O.L. Jargensen & Dariusz Orlowski (PhD student)

004.01

004.02

004.03

Michael Eriksen Benros. AUTOIMMUNE DISEASES AND SEVERE INFECTIONS AS
RISK FACTORS FOR DEPRESSION

Yu Wang. SELECTION OF LOWEST INSTRUMENTED VERTEBRA IN DIFFERENT
TYPES OF ADOLESCENT IDIOPATHIC SCOLIOSIS

Emilia Horjales. INFLUENCE OF EMOTIONALLY-LOADED VISUAL AND



004.04

004.05

004.06

GUSTATORY STIMULI ON EXPERIMENTAL JAW-MUSCLE PAIN.

Morten Charles. THE IMPACT OF INTENSIVE TREATMENT VERSUS ROUTINE
CARE ON CARDIAC AUTONOMIC NEUROPATHY. THE ADDTION-DENMARK
STUDY

Rune Erichsen. PROGNOSIS OF INTERVAL AND SPORADIC COLORECTAL CANCER
IN DANISH PATIENTS: A NATIONWIDE COHORT STUDY.

Mette Richner. SORTILINS IN NEUROPATHIC PAIN

Oral session 5 GP5: Inflammation og Infection, GP9: Oncology

Chairmen: Marina Romero-Ramos, Niels Fristrup (PhD student) & Anders Kirch Dige (PhD student)

005.01

005.02

005.03

005.04

005.05

005.06

Christine Lodberg Hvas. BRAIN DEATH CAUSES HYPERCOAGULATION - AN
EXPERIMENTAL PIG STUDY

Martin Skett. ACUTE KIDNEY INJURY (AKI) IN RATS WITH PRE-EXISTING
CHRONIC KIDNEY DISEASE (CKD) INDUCES A MAJOR INCREASE IN PRO-
INFLAMMATORY CYTOKINES (IL-1[BETA], IL-6) AND CHEMOKINES (RANTES,
MCP-1) IN KIDNEY AND LUNG

Charlotte Rotbgl Bgje. COMORBIDITY IS A STRONG PREDICTOR OF OVERALL
SURVIVAL IN HEAD AND NECK CANCER: RESULTS FROM A POPULATION BASED
STUDY ON 11,056 RADIOTHERAPY-TREATED HEAD AND NECK CANCER
PATIENTS

Thomas Reinert. TUMOR-SPECIFIC METHYLATION IN URINE: A PROMISING
BIOMARKER FOR EARLY DETECTION OF BLADDER TUMOR RECURRENCE

Simon Lgnbro. RESISTANCE TRAINING AND DIETARY SUPPLEMENTS AS
INTERVENTION FOR REGAINING MUSCLE MASS FOLLOWING RADIOTHERAPY
IN HEAD AND NECK CANCER PATIENTS

Malene Bek-Thomsen. EVOLUTION OF STREPTOCOCCUS PNEUMONIAE INTO
GENETICALLY DISTINCT SUBPOPULATIONS

Poster session 1 GP1: Membrane Transporters and Receptors.

Chairmen: Mai Marie Holm, Muhammad Umar Cheema (PhD student), Sabina Jelen (PhD student) &
Carina Henriksen (PhD student)

Po1.01

Po1.02

Po1.03

Po1.04

Po1.05

Tine Kjaergaard. INVESTIGATION OF MEGALIN, CUBILIN AND AMNIONLESS IN
HUMAN PLACENTA AND THEIR STRUCTURAL, FUNCTIONAL AND
MECHANISTIC ROLE IN MATERNAL/FETAL TRANSPORT

Lena Lindtoft Rosenbaek. REGULATION OF A NOVEL PHOSPHORYLATION SITE OF
NCC AT SERINE 124 BY VASOPRESSIN

Gitte Qvist Kristiansen. TARGETING CYTOSTATICS TO CD163-EXPRESSING
HISTIOSARCOMA CELLS IN XENOGRAFTED IMMUNODEFICIENT MICE

Francesco Trepiccione. ACUTE LITHIUM ADMINISTRATION INCREASES WATER
EXCRETION THROUGH ACTIVATION OF MAP KINASES.

Sascha Eichendorff. PH-REGULATED INTRACELLULAR DELIVERY OF BIOACTIVE



Po01.06

Po1.07

Po1.08

Po1.09

Po1.10

Po1.11

Po1.12

SUBSTANCES TARGETED TO CD163 IN MACROPHAGES

Mie Rostved Rasmussen. GENERATION OF A ZEBRAFISH KNOCKDOWN MODEL
FOR STUDIES OF ABCC6 AS A POTENTIAL TRANSPORTER FOR CELLULAR
EXPORT OF VITAMIN B,

Rikke Holm Jensen. NA+,K+-ATPASE AMINO ACIDS INVOLVED IN TRANSPORT OF
THE 3RP SODIUM ION

Kaspar Reny Nielsen. POLYMORPHISMS IN INFLAMMATORY MEDIATORS -
RELATION TO DISEASE ACTIVITY IN B-CELL DISEASES

Seren Brandt Poulsen. ISOLATION OF KIDNEY CONNECTING TUBULE CELLS
USING FLUORESCENT-ACTIVATED CELL SORTING

Pernille Munk Frandsen. ACTIVATION AND RECEPTOR STUDIES OF HUMAN
MAST CELLS IN HEALTHY INDIVIDUALS AND PATIENTS WITH ASTHMA AND
ALLERGY

Kristian Stedkilde-Jargensen. STRUCTURAL AND FUNCTIONAL STUDIES OF THE
HAPTOGLOBIN-HEMOGLOBIN RECEPTOR

Pauline de Bruijn. P2 RECEPTOR EXPRESSION PROFILE IN MOUSE THICK
ASCENDING LIMB

Poster session 2 GP2: Molecular Metabolism and
Endocrinology.

Chairmen: Britt Elmedal Laursen & Louise Wamberg (PhD student)

Po2.01

Po2.02

Po02.03

Po2.04

Po2.05

Po02.06

Po2.07

Po02.08

Jesper Sand Segrensen. RESIDUAL &AMP;BETA;-CELL FUNCTION IN CHILDREN
AFTER 3-6 YEARS OF DIABETES MELLITUS.

Lars Rolighed. CLINICAL AND BIOCHEMICAL VARIABLES DETERMINING BMD IN
PRIMARY HYPERPARATHYROIDISM

Morten Moller Poulsen. POTENTIAL BENEFICIAL EFFECTS OF RESVERATROL ON
OBESITY, METABOLIC SYNDROME AND INFLAMMATION.

Marie Juul @rnstrup. INVESTIGATIONS OF THE EFFECTS OF RESVERATROL ON
BONE

Jurgita Janukonyte. PHARMACOKINETIC PROFILES OF GROWTH HORMONE (GH)
ADMINISTERED AS A BOLUS INJECTION VERSUS A CONTINUOUS INFUSION
AND WITH AND WITHOUT EXERCISE IN ADULTS WITH GH DEFICIENCY
(AGHD)

Ravikiran Mahadevappa. THE ROLE OF MEGALIN IN CISPLATIN INDUCED ACUTE
KIDNEY INJURY

Mark Reinhard. EFFECT OF INSULIN INFUSION ON LIVER PROTEIN SYNTHESIS
DURING HEMODIALYSIS

Karen Krogh Fjeldborg. INFLUENCE OF OBESITY, WEIGHT LOSS, AND DIET ON
LOW GRADE INFLAMMATION WITH PARTICULAR FOCUS ON THE
MACROPHAGE MARKER, SOLUBLE-CD163. CAN S-CD163 DISCRIMINATE
BETWEEN HEALTHY AND UNHEALTHY OBESE INDIVIDUALS?



Po02.09

Po2.10

Po2.11

Po2.12

Sara Heebgll. RESVERATROL IN PATIENTS WITH NON-ALCOHOLIC FATTY LIVER
DISEASE (LIRMOI 3)

Zhulin Ma. EFFECT OF NPH INSULIN, INSULIN DETEMIR AND INSULIN
GLARGINE ON IGF-1 AND IGFBP PRODUCTION IN PATIENTS WITH TYPE 1
DIABETES: AN OPEN-LABEL, RANDOMISED, TRIPLE CROSS-OVER TRIAL

Christian Selmer Buhl. EFFECTS OF 3-4 MONTHS OF SELECTIVE SEROTONIN
REUPTAKE INHIBITOR (SSRI)-TREATMENT ON METABOLISM AND
HYPOTHALAMIC-PITUITARY-ADRENAL (HPA)-AXIS IN YOUNG MEN BORN
WITH LOW BIRTH WEIGHT (LBW)

Leerke Egefjord. EFFECTS OF LIRAGLUTIDE ON INTRACEREBRAL AMYLOID
DEPOSITION IN ALZHEIMER'S DISEASE

Poster session 3 GP2: Molecular Metabolism and
Endocrinology.

Chairmen: Jesper Hjortdal, Xiaoping Chen (PhD student) & Carina Agerbo Rosenberg (PhD student)

Po3s.o1

Po03.02

Po3.03

Po3.04

Po3.05

Po03.06

Po3.07

P03.08

P03.09

Pos.10

Po3.11

Anne Kirstine Fisker Pedersen.

Birgitte Nellemann Serensen. MECHANISTIC PATHWAYS IN LIPID INDUCED
INSULIN RESISTANCE IN SKELETAL MUSCLE

Jennie Maria Christin Strid. INCIDENCE, INTENSIVE CARE TREATMENT, AND
PROGNOSIS OF PATIENTS WITH STATUS ASTHMATICUS IN DENMARK: A
NATIONWIDE COHORT STUDY

Susani Rothmann Larsen. CONGENITAL HEART DEFECTS: QUALITY OF LIFE
ASSESSMENT - CHILDREN VERSUS PARENTS

Marianne Kjer Poulsen. LIPID TURNOVER IN NON-ALCOHOLIC FATTY LIVER
DISEASE: EFFECTS OF THE DIET SUPPLEMENTATION RESVERATROL ON LIVER
FAT CONTENT, BASAL AND INSULIN STIMULATED FFA AND VLDL-
TRIGLYCERIDE METABOLISM IN OBESE

Niklas Blach Rossen. NIGHTTIME DOSING OF ANTIHYPERTENSIVE DRUGS IN
TYPE 2 DIABETES

Anne Cathrine Sgndersgaard Thorup . INVESTIGATING THE HEALTH PROMOTING
EFFECTS OF VEGETABLES ON PEOPLE WITH TYPE 2 DIABETES AND THE
METABOLIC SYNDROME

Ermina Bosnjak. CYTOKINE TNF-a INDUCES PROTEIN LOSS AND IMPROVES
INSULIN SENSITIVITY IN HUMAN LEG

Berthil Frederik Forrest Clasen. GROWTH HORMONE AND LONGEVITY: A SEARCH
FOR THE MECHANISM.

Jeppe Skov. SHORT-TERM IMPACT OF GLUCAGON-LIKE PEPTIDE-1 ON KIDNEY
FUNCTION IN HEALTHY MEN

Poul Vestergaard Nielsen. GH SIGNALING I MUSCLE AND FAT AS A FUNCTION OF
AGE: A COMPARATIVE STUDY OF STAT, MAPK, SOCS MRNA PI3K, MTOR
CONCENTRATION IN YOUNG AND ELDER.



Po3.12 Ulrick Espelund. SURVIVAL AFTER BREAST CANCER SURGERY PREDICTED BY
INSULIN-LIKE GROWTH FACTOR MEASUREMENTS.

Poster session 4 GP7: Laboratory Medicine, GP3: Public Health

Chairmen: Karin Birkenkamp-Demtr&ouml;der, Chris Bath Sendergaard (PhD student) & Anders P.
Sendergaard (PhD student)

Pog.01 Charlotte Green. EXPERIENCE WITH USE OF A PIG MODEL IN GROIN HERNIA
OPERATION TRAINING IN SURGICAL EDUCATION

Po4.02 Mie Hessellund Samson. DO ASSAYS FOR THE SAME COMPONENTS GIVE
COMPARABLE RESULTS? A COMPARISON BETWEEN COMMERCIAL AND IN-
HOUSE ASSAYS FOR TREFOIL PEPTIDES.

Po4.03 Alice @stergaard. CHARACTERISATION OF FUNCTIONAL INACTIVE
ANTITHROMBIN VARIANTS CAUSING THROMBOSIS - A SUB STUDY OF "NEW
TECHNOLOGIES FOR INTERVENTION WITH CONFORMATIONAL DISEASE"

Po4.04 Henriette Vind Thaysen. VALIDATION OF THE DANISH VERSION OF THE DISEASE
SPECIFIC INSTRUMENT EORTC QLQ-CR38 TO ASSESS HEALTH-RELATED
QUALITY OF LIFE AMONG PATIENTS WITH COLORECTAL CANCER

Po4.05 Kristina Grenborg Laut. "HEALTH TECHNOLOGY DIFFUSION: ACCESS TO
PRIMARY ANGIOPLASTY IN THE EU15 COUNTRIES"

P04.06 Anette Tarp Hansen. IN VITRO FERTILIZATION DOES NOT INCREASE THE RISK
OF THROMBOSIS: A DANISH NATIONAL COHORT STUDY

Po4.07 Helen Nordahl Madsen. IS ANTI MiLLERTAN HORMONE (AMH) RESPONSIBLE
FOR THE IMPAIRED FOLLICLE MATURATION IN PATIENTS WITH POLYCYSTIC
OVARIAN SYNDROME?

Po4.08 Solveig Klok Matthesen. EFFECT OF POTASSIUM SUPPLEMENTATION ON RENAL
TUBULAR FUNCTION, AMBULATORY BLOOD PRESSURE AND PULSE WAVE
VELOCITY IN HEALTHY MAN

Po4.09 Eva Greibe. BIOAVAILABILITY OF VITAMIN B12 IN FISH EGGS; FINDINGS OF AN
INDIGESTIBLE B12-BINDER IN RAINBOW TROUT EGGS

Pog.10 Therese Koops Grgnborg. THE RECURRENCE OF AUTISM IN DANISH FAMILIES

Pog4.11 Jacob Mgrup Schliitter. THE NUMBER OF FETAL CELLS IN MATERNAL BLOOD

INCREASES OVERNIGHT AND AFTER EXERCISE

Pog.12 Johan Frederik Berg Arendt. CLINICAL AND BIOCHEMICAL ASSESSMENT OF
HIGH SERUM VITAMIN Bi2 LEVELS

Poster session 5 GP6: Cardiovascular, GP9: Oncology.

Chairmen: Ole Baekgaard, Dorte Guldbrand Nielsen (PhD student) & Regina Gonzalez Dosal (PhD
student)

Pos.01 Martin Badtker Mortensen. HYPERTENSION AND ATHEROSCLEROSIS - THE
MISSING LINK

Pos.02 Lotte Abildgaard. MINIMAL RESIDUAL DISEASE MARKERS IN CHILDHOOD



Po5.03

Pos.04

Pos.05

Pos5.06

Pos.07

Po5.08

Po5.09

Pos.10

Pos.11

Pos.12

ACUTE MYELOID LEUKAEMIA

Anja Pagh. THE VALUE OF ROUTINE FOLLOW-UP AFTER TREATMENT FOR
HEAD AND NECK CANCER

Merete Lindberg Hartvigsen. EFFECTS OF ARABINOXYLAN COMPARED WITH
BETA-GLUCAN AND WHOLE GRAIN BREAD ON GLYCAEMIC CONTROL IN
DIABETIC RATS

Janus Adler Hyldebrandt. EVALUATION OF THE EFFECT OF THREE DIFFERENT
INOTROPIC SUPPORT STRATEGIES IN THE NORMAL AND STUNNED NEWBORN
PIGLET HEART ON HEMODYNAMICS AND MYOCARDIAL METABOLISM.

Stine Elleberg Petersen. ANO-RECTAL FUNCTION IN PATIENTS WITH PROSTATE
CANCER FOLLOWING RADIOTHERAPY OR RADICAL PORSTATECTOMY

Segren Haack. DIFFUSION WEIGHTED MRI (DWI) FOR BRACHYTHERAPY IN
LOCALLY ADVANCED CERVICAL CANCER — DETERMINING THE DEGREE OF
DISTORTION AT 1.5T AND 3T MRI

Xue Lin. GENOME-WIDE TAG-BASED PROFILING FOR MEASUREMENT OF DNA
METHYLATION, COPY NUMBER VARIATION AND GENE EXPRESSION

Christina Gade. THE INFLUENCE OF CARDIOVASCULAR MORBIDITY ON THE
PROGNOSIS OF PROSTATE CANCER. EXPERIENCE FROM A 12-YEAR
NATIONWIDE DANISH POPULATION-BASED COHORT STUDY.

Sandy Mohamed Ismail Mohamed. FEASIBILITY OF APPLYING ONE TREATMENT
PLAN FOR SUCCEEDING FRACTIONS IN IMAGE GUIDED BRACHYTHERAPY IN
CERVIX CANCER

Seoren Ravn Laustsen. DETERMINATION OF BRAIN TOXICITY AFTER
RADIOTHERAPY USING ADVANCED 3T MRI.

Thomas Larsen. VITAMIN D3 SUPPLEMENTATION IN THE WINTER LOWERS
DIASTOLIC BLOOD PRESSURE IN PATIENTS WITH HYPERTENSION AND
VITAMIN D DEFICIENCY

Poster session 6 GP3: Public Health.

Chairmen: Annelli Sandbzk, Peter Hjorth (PhD student) & Anne Sophie Agard (PhD student)

Po6.01

Po06.02

P06.03

P06.04

P06.05

Pia Viuf @rby. CAPE: CO-EXPOSURE OF AIR POLLUTION AND ALLERGENIC
POLLEN

Trine Allerslev Horsbgl. FACTORS ASSOCIATED WITH WORK OUTCOME FOR
SURVIVORS FROM HEMATOLOGICAL MALIGNANCIES — A SYSTEMATIC
LITERATURE REVIEW

Stina Lou Fleron. SCREENING FOR DOWNS SYNDROME AND THE SOCIAL
CONSTRUCTION OF 'INCREASED RISK'

Seija Ylijoki-Segrensen. PRESENTATION OF A PH.D. PROJECT: MEDICO-LEGAL
AUTOPSY AS A TOOL TO IMPROVE MORTALITY STATISTICS AND HEALTHCARE:
COMPARING PRACTICES IN DENMARK AND IN FINLAND.

Malene Krogsgaard Bording. CLINICAL DECISION MAKING IN OUTPATIENT



MENTAL HEALTH CARE
P06.06 Rasmus Foldbjerg. MECHANISMS OF NANOSILVER TOXICITY

Po6.07 Trine Nohr Winding. PARENTAL SOCIOECONOMIC STATUS AND CHOICE OF
EDUCATION AMONG DANISH ADOLESCENTS -THE INFLUENCE OF PERSONAL
AND FAMILY CHILDHOOD CONDITIONS.

P06.08 Lene Sendergérd Larsen. AN AMBIGUOUS RELATIONSHIP — A QUALITATIVE
META-SYNTHESIS OF HOSPITALIZED PATIENTS’ EXPERIENCE OF
INTERACTION WITH FELLOW PATIENTS.

P06.09 Lene Nyboe. PHYSICAL ACTIVITY IN PATIENTS WITH FIRST-EPISODE
SCHIZOPHRENIA
Po6.10 Mette Vinther Skriver. HBA;c AS PREDICTOR OF MORBIDITY AND ALL-CAUSE

MORTALITY IN PEOPLE WITH TYPE 2 DIABETES. A DANISH POPULATION-
BASED OBSERVATIONAL STUDY

Po6.11 Lena Hohwii. MATERNAL STRESS BY LIFE EVENTS DURING PREGNANCY AND
RISK OF OVERWEIGHT OFFSPRING AT THE AGE OF 9-11 YEARS OLD

P06.12 Marianne Johansson Jergensen. IDENTIFYING KEY TOPICS FOR A DESCRIPTION
OF SEXUAL BEHAVIOR AMONG DANISH ADOLESCENTS: A QUALITATIVE STUDY

Poster session 7 GP3: Public Health.

Chairmen: Jar olsen, Connie Berthelsen (PhD student) & Marie Louise Overgaard Svendsen (PhD
student)

Po7.01 Ioanna Milidou. BIRTH WEIGHT (BW), GESTATIONAL AGE (GA), AND INFANTILE
COLIC (IC) - THE DANISH NATIONAL BIRTH COHORT

Po7.02 Annesofie Lunde Jensen. OSTEOPOROSIS GROUP-EDUCATION: A WAY TO
HEALTH MAINTENANCE

Po7.03 Anne Sofie Bjerrum. DOES DYAD TRAINING COMPETES WITH INDIVIDUAL
TRAINING? A RANDOMIZED, CONTROLLED BRONCHOSCOPY-SIMULATION-
STUDY.

Po7.04 Kirsten Hansen. CONCERNING CHILDREN OF PARENTS WITH DEPRESSION

Po7.05 Charlotte Olesen. GENERIC SUBSTITUTION OF ORAL TABLETS IN ELDERLY IN
DENMARK

Po07.06 Jette Pedersen. THE EFFECT OF FOLLOW-UP ON NUTRITION INTERVENTION
AFTER DISCHARGE IN UNDERNOURISHED GERIATRIC PATIENTS

Po7.07 Anne Vested. EFFECTS OF IN UTERO EXPOSURE TO PFOA AND PFOS ON HUMAN
SEMEN QUALITY AND HORMONE PROFILE

Po7.08 Charlotte Hyldgaard. A RETROSPECTIVE COHORT STUDY OF DANISH PATIENTS
WITH INTERSTITIAL LUNG DISEASE: BURDEN, SEVERITY, TREATMENT AND
SURVIVAL.

Po7.09 Camilla Plambeck Hansen. INTAKE OF RUMINANT FATTY ACIDS AND CHANGES

IN WEIGHT AND WAIST CIRCUMFERENCE



Po7.10 Bjorn Bay. ASSISTED REPRODUCTION AND CHILD NEURODEVELOPMENT

Po7.11 David Hayrup Christiansen. PHYSIOTHERAPY AFTER SUBACROMIAL
DECOMPRESSION SURGERY: A SYSTEMATIC REVIEW AND DEVELOPMENT OF A
GRADED EXERCISE REHABILITATION PROTOCOL

Poster session 8 GP3: Public Health.

Chairmen: Kim Overvad, Berit Hvass Christensen (PhD student) & Sofie Gry Pristed (PhD student)

Po8.01 Connie Timmermann. HOSPITALISED PATIENTS AND AESTHETIC SENSORY
IMPRESSIONS

Po8.02 Dorthe Hasfeldt-Hansen. NOISE IN THE OPERATING ROOM - A LITERATURE
REVIEW

Po08.03 Anette Hvenegaard Kjeldgaard. INCIDENT CANCER PATIENTS’ USE OF GENERAL
PRACTICE

P08.04 Susanne Lemcke. THE EARLY SIGNS OF ADHD IN TODDLERS: A FOLLOW-UP
STUDY IN THE DANISH NATIONAL BIRTH COHORT.

Po8.05 Else-Marie Dalsgaard. SOCIOECONOMIC FACTORS, PSYCHOSOCIAL FACTORS
AND HBA,c LEVEL AMONG PERSONS AT HIGH RISK FOR TYPE 2 DIABETES

P08.06 Ditte Lammers Vernal. A REGISTER- BASED STUDY OF THE OUTCOME OF EARLY
ONSET SCHIZOPHRENIA COMPARED TO ADULT ONSET SCHIZOPHRENIA

Po8.07 Hanne Mainz. THE RELATIONSHIP BETWEEN NURSE STAFFING AND PATIENT
OUTCOME

Po08.08 Noora Ronkainen. ‘THAT IS WHY I GAVE IN TO AGE MY COMPETITIVE ABILITY
BUT NOT MY SOULY - THE SEARCH FOR MEANING IN ATHLETIC CAREER
AND RETIREMENT

P08.09 Tue Kjolhede. MULTIPLE SCLEROSIS — INFLAMMATORY, NEUROLOGICAL AND
MUSCULAR ADAPTATIONS TO HEAVY RESISTANCE TRAINING

Po8.10 Rasmus Beedholm Laursen. DANISH FOOTBALL FAN CULTURE — THE DANISH
ULTRAS

Po8.11 Joe Larner. THE EFFECT OF ECCENTRIC EXERCISE ON CARBOHYDRATE

METABOLISM IN ISOLATED SOLEUS AND EDL RAT MUSCLES

Po8.12 Jean Farup. THE ROLE OF PROTEIN SIGNALLING AND STEM CELLS IN MUSCLE
PROTEIN SYNTHESIS AND RECOVERY RATE AFTER EXCENTRIC EXERCISE

Poster session 9 GP3: Public Health.

Chairmen: Svend Sabroe, Anette Werner (PhD student) & Morsi Abdallah (PhD student)

Pog.o1 Pia Lgvschal-Nielsen. SOCIAL RELATIONS OF CHILDREN WITH CANCER DURING
TREATMENT AND REHABILITATION AT HOSPITAL

Po9.02 Simon Grandjean Bamberger. DERIVED EFFECTS OF GLOBALIZATION ON
PSYCHOSOCIAL WORK ENVIRONMENT - A MULTILEVEL LATENT CLASS
ANALYSIS STUDY



Po9.03 Heidi Cueto. SOCIO-DEMOGRAPHIC AND LIFESTYLE PREDICTORS OF FOLIC
ACID AND MULTIVITAMIN SUPPLEMENTATION IN DANISH PREGNANCY

PLANNERS

P09.04 Mads Lind Ingeman. &LDQUO;THE NON-ORGAN-SPECIFIC CANCER FAST
TRACK&RDQUO;

P09.05 Kasper Grosen. PREDICTION OF ACUTE AND PERSISTENT POSTSURGICAL PAIN
IN PATIENTS UNDERGOING MINIMALLY INVASIVE REPAIR OF PECTUS
EXCAVATUM

P09.06 Louise Pape Larsen. LIFE AFTER STROKE

Po9.o7 Palle Larsen. GUIDELINES FOR NON-PHARMACOLOGICAL REHABILITATION
FOR HEART FAILURE PATIENTS AND THE BASIC EVIDENCE - IS THERE A LINK?

P09.08 Malene Outzen. PROSTATE CANCER INCIDENCE AND MORTALITY IN DENMARK
1978-2009

P09.09 Karen Kjeer Larsen. SCREENING FOR DEPRESSION IN PATIENTS WITH

MYOCARDIAL INFARCTION BY GENERAL PRACTITIONERS

Pog.10 Rikke Jgrgensen. MEANINGFUL CHANGE WITH THE METHOD GUIDED SELF-
DETERMINATION — A RANDOMISED CONTROLLED STUDY FOR PATIENTS
DIAGNOSED WITH SCHIZOPHRENIA

Po9g.11 Nils Bjerregaard. TRANSVERSUS ABDOMINAL PLANE (TAP) KATETER
ANLAGGELSE TIL COLONRESEKTION: ET METODESTUDIE.

Po9.12 Michael Smaerup Brandt. PERCENTAGE OF VESTIBULAR DYSFUNCTION IN 361
ELDERLY CITIZENS RESPONDING TO A NEWSPAPER ADVERTISEMENT.

Poster session 10 GP3: Public Health.

Chairmen: Vivi Schliinssen, Anne-Birgitte Vogelsang (PhD student) & Lisa Gregersen Ostergaard (PhD
student)

P10.01 Katja Glejsted Ingstrup. BEREAVEMENT AND CONGENITAL ANOMALIES

P10.02 Vita Ligaya Ponce Dalgaard. EVALUATING A COGNITIVE TREAMENT PROGRAM
FOR PATIENTS ON SICK LEAVE DUE TO WORK RELATED STRESS: A
RANDOMISED CONTROLLED STUDY

P10.03 Philip Finn Rising Nielsen. ASSOCIATION BETWEEN PARENTAL HOSPITAL-
TREATED INFECTION AND THE RISK OF SCHIZOPHRENIA IN ADOLESCENCE
AND EARLY ADULTHOOD

P10.04 Rasmus @stergaard Nielsen. DEMOGRAPHIC CHARACTERISTICS FOR 931

PARTICIPANTS INCLUDED IN THE DANO-RUN STUDY: A 1-YEAR
OBSERVATIONAL FOLLOW UP STUDY ON RUNNING RELATED INJURIES.

P10.05 Therese Juul. INTERNATIONAL VALIDATION OF THE LOW ANTERIOR
RESECTION SYNDROME SCORE (LARS SCORE)

P10.06 Mona Lisa Idriss Kise. ASSOCIATION BETWEEN SOCIOECONOMIC POSITION AND
TIME TO DIAGNOSIS OF CANCER



P10.07

P10.08

P10.09

P10.10

P1o0.11

P10.12

Mette Trellund Rask. TOWARDS A CLINICAL USEFUL DIAGNOSIS FOR MODERATE
MEDICALLY UNEXPLAINED SYMPTOMS IN PRIMARY CARE

Anna Budtz-Lilly. BODILY DISTRESS SYNDROME: A NEW DIAGNOSIS FOR
FUNCTIONAL DISORDERS.

Stine Yde Nielsen. Q FEVER SEROLOGY AND PREGNANCY OUTCOME IN WOMEN
EXPOSED TO LIVESTOCK ANIMALS

Birgitte Blicher Pedersen. POSTSTROKE FATIGUE - DEVELOPING AND TESTING A
PROGRAM TO REDUCE AND COPE WITH FATIGUE

Kirsten Krabek Frantzen. CARING FOR THE CAREGIVER - A MIXED METHOD
STUDY OF PARENTAL TREATMENT PREFERENCES IN AUTISTIC CHILDREN

Lone Flarup. USE OF DANISH PRIMARY CARE OUT-OF-HOURS SERVICES BY
PATIENTS WITH CHRONIC DISEASES

Poster session 11 GP4: Haematology, GP9: Oncology.

Chairmen: Kari Tanderup, Christina Malmose Stapelfeldt (PhD student) & Tue Fryland (PhD student)

Pi11.01

Pi11.02

P11.03

Pi11.04

P11.05

P11.06

Pi1.07

P11.08

P11.09

Pi11.10

P11.11

Sara Thornqvist. ROBUST OPTIMIZATION TO ACCOUNT FOR GEOMETRICAL
UNCERTAINTIES CAUSED BY INDEPENDENTLY MOVING TARGETS

Maria Bach Laursen. THE ROLE OF MIRNA AND AID IN B-CELL MALIGNANCIES

Niels Frost Andersen. HEPARANASE AND MULTIPLE MYELOMA — IMPACT OF
SINGLE NUCLEOTIDE POLYMORPHISMS (SNPS) IN THE HEPARANASE GENE ON
SURVIVAL AND BONE MARROW ANGIOGENESIS

Jens Reumert Laurberg. PROGNOSTIC AND PREDICTIVE SIGNIFICANCE OF CELL
CYCLE, APOPTOSIS AND DNA DAMAGE RESPONSE REGULATORS IN LOCALLY
ADVANCED LYMPH NODE NEGATIVE BLADDER CANCER

Christina Daugaard Lyngholm. BREAST CONSERVING THERAPY:

Mette Marcussen. CANCER THERAPY INDUCED MUCOSITIS: CELLULAR AND
HUMORAL FACTORS INFLUENCE PRESENCE AND HEALING IN CONSECUTIVE
MUCOSA BIOPSIES AND BLOOD SAMPLES BY MICROARRAY AND
FLOWCYMETRY.

Andreas Carus. PREOPERATIVE LEUCOCYTOSIS IS AN INDEPENDENT RISK
FACTOR ONLY IN EARLY STAGE NON-SMALL CELL LUNG CANCER (NSCLC)

Jesper Thygesen. QUANTITATIVE CT-IMAGING BASED ON CONTRAST MATERIAL
ENHANCEMENT

Kim Steve Bergkvist. STUDIES OF SMALL DISCRETE POPULATIONS OF B CELLS BY
MICROARRAY TECHNOLOGY

Eduardo Vazquez Garza. CHARACTERIZATION OF NK-, NKT- AND T-CELLS IN
HCMV REACTIVATION OF IMMUNOCOMPROMISED PATIENTS, FOCUSING ON
CD94/NKG2A,C,D AND CD56-NEGATIVE NK CELLS

Maria Cathrine Corneliussen Vestergaard Schmidt. HYPODONTIA AND OVARIAN
CANCER - THE CONNECTION BETWEEN DENTAL AGENESIA AND EPITHELIAL



Pi11.12

CANCERS, ESPECIALLY OVARIAN CANCER.

Martin Bjerregérd Pedersen. PERIPHERAL T-CELL LYMPHOMAS — A STUDY TO
IDENTIFY CLINICAL, PATHOLOGICAL AND BIOLOGICAL PARAMETERS TO
IMPROVE CLASSIFICATION, PROGNOSTIC ASSESSMENT AND TREATMENT
STRATEGY

Poster session 12 GP9: Oncology.

Chairmen: Michael Borre & Stefan W. Harders (PhD student)

P12.01

P12.02

P12.03

P12.04

P12.05

P12.06

P12.07

P12.08

P12.09

Pi12.10

P12.11

P12.12

Johanne Lade Keller. CELL ADHESION MOLECULES IN 404 CUTANEOUS
MELANOMAS: A TISSUE MICROARRAY STUDY

Peter Bondeven Frederiksen. LENGTH OF DISTAL RESECTION MARGIN AFTER
PARTIAL MESORECTAL EXCISION FOR UPPER RECTAL CANCER ESTIMATED BY
MAGNETIC RESONANCE IMAGING

Marie-Louise Feddern. CHRONIC PAIN AFTER RECTAL CANCER TREATMENT

Louise Tram Henriksen. PEG-ASPARAGINASE TREATMENT IN CHILDHOOD
ACUTE LYMPHOBLASTIC LEUKEMIA, ALL, IN THE NORDIC COUNTRIES

Bente Thoft Jensen. PRE-OPERATIVE NUTRITIONAL RISK IMPACTS
SIGNIFICANTLY ON ONE YEAR SURVIVAL FOLLOWING RADICAL CYSTECTOMY

Patricia Nielsen. MELANOMA KI67 EXPRESSION BY AUTOMATED IMAGE
ANALYSIS: A SIGNIFICANT PROGNOSTIC MARKER

Thomas Lyhne Ravkilde. GEOMETRIC ACCURACY OF DMLC TRACKING WITH AN
IMPLANTABLE WIRED ELECTROMAGNETIC TRANSPONDER

Trine Tramm. PROGNOSTIC FACTORS AND RESPONSE TO RADIOTHERAPY IN
HIGH RISK BREAST CANCER: A STUDY OF GENE EXPRESSION IN THE
DBCG82BC COHORT

Sidse Bregendahl. BOWEL DYSFUNCTION AFTER PREOPERATIVE
RADIOTHERAPY AND LOW ANTERIOR RESECTION FOR RECTAL CANCER

Martin Skovmos Nielsen. NITI STENT AS A MARKER FOR LUNG TUMOR IN
RADIOTHERAPY: PRECISION IN MARKER DETECTION DURING TREATMENT
PREPARATION AND DELIVERY

Tinne Laurberg. LOCO-REGIONAL RECURRENCE OF BREAST CANCER - A
GENETIC STUDY OF AGE-RELATED PROGNOSTIC BIOMARKERS

Mohamed Ahmed Hassan. PRELIMINARY RESULTS, QUALITY ASSURANCE &AMP;
MOLECULAR BIOLOGICAL STUDIES OF PATIENTS WITH HEAD AND NECK
CARCINOMA UNDERGOING ACCELERATED RADIOTHERAPY WITH OR
WITHOUT NIMORAZOLE IN A RANDOMIZED MULTICENTER TRIAL

Poster session 13 GP9: Oncology.

Chairmen: Lise Lotte Hansen & Peter Sandegaard Skyt (PhD student)

P13.01

Esben Schjedt Worm. ON-LINE USE OF 3D MARKER TRAJECTORY ESTIMATION
FROM CONE-BEAM CT (CBCT) PROJECTIONS FOR PRECISE SETUP IN



P13.02

P13.03

P13.04

P13.05

P13.06

P13.07

P13.08

P13.09

P13.10

P13.11

P13.12

RADIOTHERAPY FOR TARGETS WITH RESPIRATORY MOTION

Julie Damgaard Sandahl. HYPERDIPLOIDY IN CHILDHOOD AML ASSOCIATED
WITH YOUNG AGE AND AML-M7- ANOPHO-AML STUDY AND LITERATURE
REVIEW

Lotte Sander. REMOVABLE MR COMPATIBLE PROSTATE MARKER FOR HIGH
DOSE RADIOTHERAPY OF PROSTATE CANCER — 3 YEARS RESULTS COMPARED
TO STANDARD GOLD MARKERS.

Lars Mikael Stensman. ADULT LIFE AFTER CHILDHOOD CANCER IN
SCANDINAVIA (ALICCS) - LATE RENAL AND GASTROINTESTINAL EFFECTS
AND THEIR PREVENTION IN CHILDHOOD CANCER SURVIVORS

Maria Thor. INVESTIGATING THE ASSOCIATIONS BETWEEN LATE RECTAL
MORBIDITY AND SIMULATED RECTAL MOTION

Katja Maretty Nielsen. TREATMENT RESULTS AND PROGNOSTIC FACTORS IN
SOFT TISSUE SARCOMA PATIENTS AT AARHUS SARCOMA CENTER, 30 YEARS
EXPERIENCE

Hanna Rahbek Mortensen. RISK OF FATAL ASPIRATION PNEUMONIA IN
PATIENTS TREATED WITH CURATIVE RADIOTHERAPY FOR HEAD AND NECK
CANCER

Lotte Bonde Bertelsen. ENDOTHELIAL OUTGROWTH CELLS - HOMING PATTERN
AND ASPECTS OF IMMUNO-INCOMPATIBILITY

Kasper Jarlhelt Andersen. THE NATURAL HISTORY OF LIVER REGENERATION IN
RATS &AMP; NDASH: DEVELOPMENT OF AN ANIMAL MODEL FOR LIVER
REGENERATION STUDIES.

Trine Grantzau. SECOND PRIMARY CANCER AMONG DANISH WOMEN WITH
EARLY BREAST CANCER TREATED WITH POSTOPERATIVE RADIOTHERAPY.

Peter Niekerk. DELINEATION OF STEM CELLS IN CHRONIC MYELOID LEUKEMIA
&NDASH; A TOOL FOR IMPROVED MINIMAL RESIDUAL DISEASE MONITORING

Jesper Kallehauge. PRELIMINARY RESULTS OF COMPARISON OF DCE-CT AND
DCE-MR FOR ADVANCED CERVICAL CANCER

Poster session 14 GP6: Cardiovascular.

Chairmen: Helle H. Damkier & Anette Luther Christensen (PhD student)

P14.01

P14.02

P14.03

P14.04

Christoffer Laustsen. NON-INVASIVE DIABETIC NEPHROPATHIC ASSESSMENT
WITH HYPERPOLARISED 3C PYRUVATE

Johan Heiberg. POSTOPERATIVE RIGHT BUNDLE BRANCH BLOCKS LONG-TERM
EFFECT ON THE HEARTS RIGHT VENTRICLE IN CHILDREN OPERATED FOR
VENTRICULAR SEPTAL DEFECT

Michael René Skjelbo Nielsen. GENETIC POLYMORPHISMS IN THE
LIPOXYGENASE PATHWAY AND THE RISK OF MYOCARDIAL INFARCTION

Henrik Vadmann. ATRIAL FIBRILLATION: ABLATION OR SURGICAL TREATMENT
II: FAST II. ARANDOMIZED STUDY COMPARING NON-PHARMACOLOGIC
THERAPY IN PATIENTS WITH DRUG-REFRACTORY ATRIAL FIBRILLATION



REFERRED FOR A FIRST TIME INVASIVE TREATMENT.

P14.05 Asger Andersen. RIGHT VENTRICULAR HYPERTROPHY AND FAILURE ABOLISH
CARDIOPROTECTION BY ISCHEMIC PRECONDITIONING

P14.06 Rikke Esberg Kirkfeldt. RISK FACTORS FOR LEAD COMPLICATIONS IN CARDIAC
PACING. A POPULATION-BASED COHORT STUDY OF 28,860 DANISH PATIENTS

P14.07 Karl Erik Tilly. THE DIAGNOSTIC VALUE OF ADENOSINE CONTRAST STRESS
ECHOCARDIOGRAPHY IN PATIENTS WITH CHEST PAIN OF UNKNOWN CAUSE

P14.08 Anne Sophie Pinholt Kancir. EFFECT OF HYDROXYETHYL STARCH ON RENAL
HANDLING OF SODIUM AND WATER, VASOACTIVE HORMONES, BIOMARKERS
AND CIRCULATION IN PATIENTS UNDERGOING LAPAROSCOPIC
NEPHRECTOMY, RADICAL PROSTATECTOMY OR HIP REPLACEMENT

P14.09 Peter Juhl-Olsen. SYSTOLIC HEART FUNCTION REMAINS DEPRESSED FOR AT
LEAST ONE MONTH AFTER ON-PUMP CARDIAC SURGERY

P14.10 Frank Holden Christensen. NO ACTIVITY DURING STATIN TREATMENT IN
HEALTHY HUMANS

P14.11 Dirk Troitzsch. PREISCHEMIC HIGH-DOSE CYCLOSPORINE A TREATMENT

PROTECTS THE LATISSIMUS DORSI MYOCUTANEOUS FLAP FROM ISCHEMIA-
REPERFUSION INJURY: EFFECTS ON TISSUE OXYGENATION AND
MITOCHONDRIAL OXIDATION

Poster session 15 GP6: Cardiovascular.

Chairmen: Jacob Fog Bentzon & Christian Alcaraz Frederiksen (PhD student)

P15.01 Sisse Anette Thomassen. SHOULD BLOOD FLOW DURING CARDIOPULMONARY
BYPASS BE INDIVIDUALIZED MORE THAN TO BODY SURFACE AREA?

P15.02 Troels Fogh Pedersen. THE EFFECT OF PRECONDITIONING FOR PREVENTION OF
PERIOPERATIVE MYOCARDIAL ISCHEMIA IN ABDOMINAL AORTIC
ANEURYSMS.

P15.03 Karen Axelgaard Lorentzen. MECHANISMS OF HYALURONIC ACID INDUCED

DEVELOPMENT OF VASCULAR PATHOLOGY

P15.04 Dinah Sherzad Khatir. THE ROLE OF RENAL AND PERIPHERAL VASCULAR
RESISTANCE IN THE PROGRESSION OF CHRONIC KIDNEY DISEASE (CKD)

P15.05 Carsten Stengaard. THE ROLE OF BIOMARKER ANALYSIS IN THE PRE-HOSPITAL
DIAGNOSIS AND TRIAGE OF HEART ATTACK PATIENTS (THE PRE-HAP STUDY)

P15.06 Anne Dorte Blankholm. MR ANGIOGRAPHY WITHOUT GADOLINIUM CONTRAST
AGENTS COMPARED TO CT AND ULTRASOUND IN PATIENTS UNDERGOING
KIDNEY TRANSPLANTATION. PRELIMINARY RESULTS.

P15.07 Lau Brix. REAL-TIME MOVIE DISPLAY OF GASTRIC VENTRICLE MOVEMENT
WITH MRI
P15.08 Janni Majgaard Jensen. URINARY BIOMARKERS FOR MEASUREMENT OF

SODIUM- AND WATER CHANNEL ACTIVITY IN THE NEPHRON IN HEALTHY
PERSONS AND PATIENTS WITH CHRONIC KIDNEY DISEASE. AN INTERVENTION



P15.09

Pi15.10

STUDY WITH ISOTONIC AND HYPERTONIC NACL, THIAZIDE AND AMILORIDE.

Olga Kudryavtseva. THE ROLE OF L-TYPE VOLTAGE-DEPENDENT CALCIUM
CHANNELS IN THE PHENOTYPIC EXPRESSION OF VASCULAR SMOOTH MUSCLE
CELLS

Morten Wiirtz. DOES THE ANTIPLATELET EFFECT OF ASPIRIN DECREASE
DURING THE 24-HOUR DOSING INTERVAL?

Poster session 16 GP6: Cardiovascular.

Chairmen: Vladimir Matchkov, Lars Jakobsen (PhD student) & Niels Ramsing Holm (PhD student)

P16.01

P16.02

P16.03

P16.04

P16.05

P16.06

P16.07

P16.08

P16.09

P16.10

P16.11

P16.12

Michael Kanstrup Dahl. AMPLIFICATION OF RESPIRATORY INDUCED ARTERIAL
PRESSURE VARIATIONS DURING SPONTANEOUS BREATHING — A METHOD TO
ASSESS FLUID RESPONSIVENESS?

Sanne Bgjet Larsen. THE ASPIRIN PARADOX - ANTIPLATELET EFFECT OF
ASPIRIN IS REDUCED IN PRIOR ASPIRIN USERS

Bent Roni Ranghgj Nielsen. SHORT TERM MANIPULATION OF INTRACELLULAR
MYOCARDIAL LIPID CONTENT: EFFECT ON LEFT VENTRICULAR FUNCTION,
CONTRACTILITY, EXERCISE CAPACITY AND OXYGEN CONSUMPTION IN HEART
FAILURE PATIENTS WITH TYPE 2 DIABETES.

Nikolaj Grgndal. THE CARDIAC CYCLE IS A MAJOR CONTRIBUTOR TO
VARIABILITY IN SIZE MEASUREMENTS OF ABDOMINAL AORTIC ANEURYSMS
BY ULTRASOUND

Anders Sommer Knudsen. EMPIRIC VERSUS IMAGING GUIDED LEFT
VENTRICULAR LEAD PLACEMENT IN CARDIAC RESYNCHRONIZATION
THERAPY: STUDY PROTOCOL SYNOPSIS

June Anita Ejlersen. 2D STRAIN ANALYSIS IN PATIENTS WITH REDUCED IMAGE
QUALITY ON ECHOCARDIOGRAMS: EFFECT OF MICROBUBBLE CONTRAST
(MBC) ON SEGMENTAL TRACKING

Anders Jorsal. CARDIAC AND METABOLIC EFFECTS OF GLP-1 TREATMENT IN
PATIENTS WITH CHRONIC HEART FAILURE

Jo Bonding Andreasen. EX-VIVO RESPONSE TO BLOOD PRODUCTS AND
HAEMOSTATIC AGENTS IN WHOLE BLOOD COAGULATION AFTER CARDIAC
SURGERY IN CHILDREN

Thomas Andersen Rix. VALIDITY OF THE DIAGNOSES ATRIAL FIBRILLATION AND
ATRIAL FLUTTER IN THE DANISH NATIONAL PATIENT REGISTRY

Morten Engholm Pedersen. VASOACTIVE EFFECTS OF CYSTAMINE

Jonas Agerlund Povlsen. ISCHAEMIC CARDIOPROTECTION: PATHOGENIC
MECHANISM IN TYPE 2 DIABETES MELLITUS?

Rozh Husain Al-Mashhadi. ADVANCED ATHEROSCLEROSIS IN TRANSGENIC
HYPERCHOLESTEROLEMIC YUCATAN MINIPIGS

Poster session 17 GP8: Neuroscience.

Chairmen: Jan Blaakaer, Kari Konstantin Nissen (PhD student) & Stephen Austin (PhD student)



P17.01

P17.02

P17.03

P17.04

P17.05

P17.06

P17.07

P17.08

P17.09

P17.10

Sanne Kjer Vandborg. MEMORY AND EXECUTIVE FUNCTIONS IN PATIENTS
WITH OBSESSIVE COMPULSIVE DISORDER ARE NOT ASSOCIATED WITH
OUTCOME OF COGNITIVE BEHAVIORAL THERAPY

Ditte Olsen. SORLA REGULATES GDNF SIGNALLING THROUGH RETROGRADE
SORTING OF GDNF AND GFR&ALPHA;1

Line Bie Mertz. ANGELMAN SYNDROME: GENOTYPE COMPARED WITH
PHENOTYPE.

Marie Louise Schmitz. LONG-TERM OUTCOME IN ISCHEMIC STROKE PATIENTS
TREATED WITH TROMBOLYSIS IN DENMARK: A NATIONWIDE FOLLOW-UP
STUDY

Lise Ventzel. NEUROPATHY AND PAIN FOLLOWING DOCETAXEL AND
OXALIPLATIN

Seren Dinesen @stergaard. THE VALIDITY OF THE SEVERITY-PSYCHOSIS
HYPOTHESIS IN DEPRESSION

Nicolai Ladegaard. SOCIAL COGNITIVE DEFICITS IN DEPRESSION

Eugenio Gutierrez Jimenez. BRAIN BLOOD FLOW PATTERNS IN ALZHEIMER'S
DISEASE

Zita Désa. EFFECT OF PRENATAL CORTICOSTEROID EXPOSURE ON THE
GABAERGIC INHIBITION IN RAT HIPPOCAMPUS

Karen Lund. PLACEBO RESPONSE IN ANALGESIC TREATMENT: EXPERIMENTAL
AND CLINICAL

Poster session 18 GP8: Neuroscience.

Chairmen: Jens Randel Nyengaard, Karina Bendixen (PhD student) & Kathrine Just Andersen (PhD

student)

P18.01

P18.02

P18.03

P18.04

P18.05

P18.06

P18.07

René Ernst Nielsen. NEUROLEPTIC MALIGNANT SYNDROME — AN ELEVEN YEAR
LONGITUDINAL CASE-CONTROL STUDY

Eva Hauge. TOPICAL VALRUBICIN APPLICATION REDUCES TPA-INDUCED SKIN
INFLAMMATION IN A MURINE MODEL

Sarah Holmboe. ACUTE INOTROPIC EFFECTS OF ILOPROST IN THE PRESSURE
OVERLOADED, HYPERTROPHIC AND FAILING RIGHT HEART

Konstantin Kazankov. SOLUBLE CD163, A MARKER OF ACTIVATED
MACROPHAGES, AS A PROGNOSTIC MARKER IN NON-ALCOHOLIC FATTY LIVER
DISEASE

Kasper Pryds. CHRONIC REMOTE ISCHEMIC PRECONDITIONING

Mohit Kothari. MOTIVATIONAL FACTORS: INFLUENCES MOTOR BEHAVIORAL
LEARNING

Jesper Jeppesen. DETECTION OF EPILEPTIC SEIZURES BY MEANS OF POWER
SPECTRUM ANALYSIS OF HEART RATE VARIABILITY: A PILOT STUDY



P18.08 Nicoletta Nava. ULTRASTRUCTURAL STUDY OF THE STRESSED
GLUTAMATERGIC-SYNAPSE

P18.09 Kartheeban Nagenthiraja. ACCURATE AND FAST PERFUSION LESION
SEGMENTATION TOOL FOR CLINICAL SETTINGS

P18.10 Henriette Bjerregaard. DICYSTEINE CROSSLINKING IN THE HUMAN SEROTONIN
TRANSPORTER

P18.11 Anne Virring Sgrensen. SLEEP IN CHILDREN WITH ADHD BEFORE AND AFTER

TREATMENT WITH METHYLPHENIDATE

Poster session 19 GP8: Neuroscience.

Chairmen: Morten Nielsen & Louise Buur Lund (PhD student)

P19.01 Pernille Liihdorf. FISH, MARINE N-3 POLYUNSATURATED FATTY ACIDS AND
STROKE.

P19.02 Adjmal Nahimi. A COMMON NORADRENERGIC MECHANISM OF DEPRESSION
AND L-DOPA INDUCED DYSKINESIA IN PARKINSON&ACUTE;S DISEASE IN
VIVO?

P19.03 Jafar Hyder Ali Shaik. DJ-1 PROTECTS AGAINST P25 INDUCED ALPHA-SYNUCLEIN
CYTOTOXICITY

P19.04 Louise @rum Olesen. SEROTONERGIC MODULATION OF ALZHEIMER-LIKE
DISEASE IN MICE

P19.05 Jeanette Springer. CHRONIC PAIN AND ALTERED SENSATION AFTER
THORACOTOMY: IS INTRAOPERATIVE NERVE IMPAIRMENT A RISK?

P19.06 Anne Hansen. POST-STROKE HEADACHE: A 3-YEAR FOLLOW-UP STUDY

P19.07 Jin Zheng. P25 INDUCED ALPHA-SYNUCELIN DEPENDENT TOXICITY IN
PRIMARY CULTURED HIPPOCAMPAL NEURONS

P19.08 Signe Rode Andreasen. NEUROPHYSIOLOGICAL IMPACT OF NORMAL AND
MUTATED SODIUM-POTASSIUM PUMP IN THE MOUSE BRAIN

P19.09 Morten Jonsson. INFLUENCE OF DOPAMIN ON GAMMA SYNCHRONIZATION - A
MEG STUDY

P19g.10 Justyna Zareba. STUDY OF THE ROLE OF CALCIUM IN THE ALPHA-SYNUCLEIN
INDUCED NEUROPATHOPHYSIOLOGY

P19.11 Kim Henningsen. HIPPOCAMPAL BIOMARKERS OF SUSCEPTIBILITY AND
RESILIENCE TO STRESS IN A RAT MODEL OF DEPRESSION

P19.12 Annemette Bondo Lind. LONGING FOR EXISTENTIAL RECOGNITION: A
QUALITATITVE STUDY OF EVERYDAY CONCERNS FOR PEOPLE WITH SEVERE
SOMATOFORM DISORDERS

Poster session 20 Research year .

Chairmen: Helle Preetorius, Jan Danz (PhD student) & Marie Bagger Bohn (PhD student)



P20.01 Stine Karlsen. GASTROINSTESTINAL TRANSIT TIMES IN PATIENTS WITH LIVER
CIRRHOSIS AND PORTAL HYPERTENSION

P20.02 Lise Haubjerg Nielsen. HOSPITALIZATION FOR PNEUMONIA AMONG
INDIVIDUALS WITH AND WITHOUT END STAGE RENAL DISEASE: A DANISH
NATIONWIDE, POPULATION-BASED COHORT STUDY

P20.03 Leerke Valsge Munk-Petersen. ANTIGEN SPECIFIC POLYFUNCTIONAL T-CELL
POPULATIONS IN HIV-1 INFECTED PATIENTS BEFORE AND AFTER TLR9-
ADJUVANTED PNEUMOCOCCAL VACCINATION

P20.04 Nis Brix Lauridsen. PREDICTING FAILURE TO EXTUBATE AFTER INSURE IN
NEWBORNS BORN BEFORE 32 WEEKS GESTATION

P20.05 Michelle Heidner. DISCREPANCY IN GESTATIONAL AGE BASED ON DATE OF
LAST MENSTRUAL PERIOD AND ULTRASOUND AND NEWBORN DISEASE

P20.06 Christina Mikkelsen - stud. HUMAN MANNAN-BINDING LECTIN AND FICOLINS:
INTERACTIONS WITH VIRUSES

P20.07 Sidsel Hyldgaard Stey. THE TH17-CELL PATHWAY IN THE COURSE OF ACUTE
ALCOHOLIC HEPATITIS.

P20.08 Morten Bue Svendsen. THE RELATION BETWEEN PERIPHERAL VASCULAR

RESISTANCE AND PULSE WAVE VELOCITY

P20.09 Niels Johansen. BRAIN SWELLING DURING DIALYSIS (BRASE). ACUTE BRAIN
VOLUME CHANGES IN HAEMODIALYSIS: COMPARISON OF LOW FLUX
HAEMODIALYSIS WITH PRE-DILUTION HAEMODIAFILTRATION

P20.10 Marie Maagaard Sgrensen. CARDIOVASCULAR FUNCTION FOLLOWING THE NUSS
PROCEDURE FOR PECTUS EXCAVATUM - 3 YEARS FOLLOW-UP. A
PROSPECTIVE, CONTROLLED STUDY.

P20.11 Peter Hjertholm. DIAGNOSTIC VARIABILITY IN DANISH GENERAL PRACTICE
AND PROGNOSIS OF CANCER PATIENTS

P20.12 Caroline Emma Hedsund. A GASTROINTESTINAL TRANSIT TIME STUDY:
HEALTHY CHILDREN INVESTIGATED WITH MOTILITY TRACKING SYSTEM

Poster session 21 GP5: Inflammation og Infection.

Chairmen: Marianne Hokland, Thomas Damgaard Sandahl (PhD student) & Asger Granfeldt (PhD
student)

P21.01 Randi Berg. GENOMIC HIV RNA INDUCES INNATE IMMUNE RESPONSES
THROUGH RIG-I-LIKE-RECEPTOR-DEPENDENT SENSING OF SECONDARY
STRUCTURED RNA

P21.02 Anders Jul Kjaergaard. DO SOLUBLE LEVELS OF ENDOTHELIAL ADHESION

MOLECULES REFLECT ENDOTHELIAL EXPRESSION?

P21.03 Mariane Hagsbjerg Schleimann. THE DIRECT REPEAT 6 PROTEIN FROM HUMAN
HERPES VIRUS-6B ACCUMULATES IN VIRAL REPLICATION COMPARTMENTS

P21.04 Srikanth Chiliveru. IFI16 AND ACTIVATION OF INFLAMMATION IN PSORIASIS



P21.05

P21.06

P21.07

P21.08

P21.09

P21.10

P21.11

P21.12

Steffen Bank. CAN GENETIC MARKERS PREDICT THE RESPONSE OF TNF
INHIBITOR THERAPY?

Winnie Ridderberg. MARKED INCREASE IN INCIDENCE OF INFECTIONS CAUSED
BY SPORADIC ACQUISITION FROM THE ENVIRONMENT

Babak Jalilian. THE COORDINATED ROLES OF CD18 INTEGRINS AND MATRIX
METALOPROTEINASE-9 IN RHEUMATOID ARTHRITIS

Sanne Jespersen. VACCINATION SCARS IN HIV INFECTED PATIENTS - DOES
VACCINIA VACCINATION CONFER PROTECTION AGAINST AIDS?

Caroline Winther Torring. SPONTANEOUS LYMPHOCYTE TRANSFORMATION IN
MULTIPLE SCLEROSIS

Stine Maria Andersen. VALRUBICIN TARGETS AND ACTIVATES PROTEIN KINASE
C AIN KERATINOCYTES.

Johannes Martin Schmid. IN SUBJECTS ALLERGIC TO GRASS POLLEN, BASOPHIL
SENSITIVITY DECREASES DURING SUBCUTANEOUS IMMUNOTHERAPY DUE TO
BOTH HUMORAL FACTORS AND CELLULAR DESENSITIZATION

Seren Behrndtz Brandsborg. ILEO POUCH-ANAL ANASTOMOSIS IN PATIENTS
WITH ULCERATIVE COLITIS: POUCH FUNCTION, QUALITY OF LIFE AND RISK
OF CANCER

Poster session 22 GP5: Inflammation og Infection.

Chairmen: Eskild Petersen, Rikke Olesen (PhD student) & Anne-Cathrine Bareid @stby (PhD student)

P22.01

P22.02

P22.03

P22.04

P22.05

P22.06

P22.07

P22.08

Anne Brosbgl-Ravnborg. CONTROL OF DENDRITIC-CELL FUNCTION BY VITAMIN
D,

Rie Io Glerup. SUBCLINICAL BACTERAEMIA AND MORTALITY AMONG
HAEMODIALYSIS PATIENTS - HD-BACT

Hanne Vinter. IMIQUIMOD INDUCED SKIN INFLAMMATION: A HUMAN MODEL
OF PSORIASIS

René Ostgard. INTESTINAL INFLAMMATION IN ANKYLOSING SPONDYLITIS
ASSESSED BY FECAL CALPROTECTIN, CAPSULE ENDOSCOPY, AND
COLONOSCOPY AND THE EFFECT OF ADALIMUMAB ON MUCOSLA HEALING

Julie Prahl. PREVALENCE OF, RISK FACTORS FOR AND CONSEQUENCES OF LOW
PLASMA CONCENTRATIONS OF FIRST-LINE TB DRUGS

Nis Pedersen Jgrgensen. BIOFILM FORMATION BY (SA) ON ORTHOPEDIC
IMPLANTS IN A NOVEL MURINE INFECTION MODEL MIMICKING A CHRONIC,
IMPLANT ASSOCIATED OSTEOMYELITIS (OM)

Thomas Aagaard Rasmussen. COMPARISON OF HISTONE DEACETYLASE (HDAC)
INHIBITORS IN CLINICAL USE: POTENTIAL FOR DISRUPTING HIV-LATENCY
AND EFFECT ON T-CELL ACTIVATION

Lone Schmidt Sgrensen. RAPID INCORPORATION OF OMEGA-3 FATTY ACIDS INTO
PATIENTS COLONIC TISSUE AFTER ORAL SUPPLEMENTATION



P22.09

P22.10

P22.11

P22.12

Lise Tornvig Erikstrup. DISK DIFFUSION ANTIMICROBIAL SUSCEPTIBILITY
TESTING OF CLOSTRIDIUM DIFFICILE

Morten Leif Munding Stilund. SOLUBLE CD163 AS A DIAGNOSTIC MARKER IN
MULTIPLE SCLEROSIS.

Kresten Krarup Keller. INCREASING OSTEOCLASTIC BONE LOSS INSPITE OF
FEWER OSTEOCLAST PRECURSORS DURING CHRONIC AUTOIMMUNE SKG-
ARTHRTITIS EVALUATED BY 3D STEREOLOGICAL ESTIMATORS

Kristian Kjzer Andersen. IS ENDOVASCULAR COOLING LESS STRESSFUL THAN
SURFACE COOLING? STRESS, CEREBRAL, AND METABOLIC RESPONSES IN A
PORCINE MODEL OF MILD HYPOTHERMIA.

Poster session 23 Research year.

Chairmen: Sgren Paludan, Louise Hauge Matzen (PhD student) & Christina Bisgaard (PhD student)

P23.01

P23.02

P23.03

P23.04

P23.05

P23.06

P23.07

P23.08

P23.09

P23.10
P23.11

P23.12

Christina Kjeergaard Rasmussen. 2- AND 3-DIMENSIONAL ULTRASOUND IN
DIAGNOSING ADENOMYOSIS &NDASH; DIAGNOSTIC ACCURACY AND
OBSERVER VARIATION

Anni Assing Winckelmann. CLINICAL USE OF TOLL-LIKE RECEPTOR 9 AGONIST
CPG: EFFECT ON IMMUNE ACTIVATION AND PROVIRAL RESERVOIR IN HAART-
TREATED HIV-INFECTED PATIENTS.

Laura Laine Larsen. HMICL - A NOVEL MARKER FOR IDENTIFYING MPN
PATIENTS AT RISK OF LEUKEMIC TRANSFORMATION?

Kira Schreiner Simonsen. HAPTOCORRIN - A NEW BIOMARKER FOR PRIMARY
LIVER CANCER?

Lise Brehm Hgj. CLINICAL DATABASE FOR PATIENTS WITH NEUROENDOCRINE
TUMOURS

Heidi Buvarp Dyrop. EFFECTS OF A LAW BASED TIME SCHEDULE FOR
DIAGNOSTICS AND TREATMENT IN SUSPECTED SARCOMA PATIENTS

Cecilie Ejerskov Pedersen. BOWEL FUNCTION IN CHILDREN WITH
NEUROFIBROMATOSIS TYPE 1

Jonas Franck Olesen. LOCAL EFFECTS OF AMINO ACIDS, ANDIN THE
BILATERALLY PERFUSED HUMAN LEG

Steen Kare Fagerberg. a-HAEMOLYSIN FROM INDUCES SHRINKAGE AND
PHAGOCYTOSIS OF ERYTHROCYTES BY THP-1 MONOCYTES

Eva Mikkelsen. ELECTROMYOGRAPHIC CHARACTERIZATION OF LABOR
Katrine Pedersen. THYMIC OUTPUT AND PROGRESSION OF HIV IN CHILDREN

Line Mouritsen Underbjerg. HYPOPARATHYROIDISM, AUTOSOMALT DOMINANT
HYPOCALCAMIA AND PSEUDOHYPOPARATHYROIDISM IN DENMARK -
EPIDEMIOLOGY, CAUSES, SYMPTOMS AND PROGNOSIS



Poster session 24 GP12: Clinical Medicine.

Chairmen: Bente Jespersen, Jens Christian Jensen (PhD student), Anders Jensen (PhD student) &
Mai-britt Guldin (PhD student)

P24.01

P24.02

P24.03

P24.04

P24.05

P24.06

P24.07

P24.08

P24.09

P24.10

P24.11

Lone Winther Lietzen. USE OF GLUCOCORTICOIDS AND RISK OF BREAST CANCER
RECURRENCE

Kristoffer Koch. IMPACT OF SOCIOECONOMIC POSITION ON ONE-YEAR
MORTALITY AFTER BACTEREMIA. A POPULATION-BASED COHORT STUDY

Ane Birgitte Telén Andersen. MATERNAL USE OF GASTRIC ACID-SUPPRESSIVE
DRUGS DURING PREGNANCY AND RISK OF ASTHMA IN OFFSPRING: A
POPULATION-BASED DANISH COHORT STUDY.

Palle Bager. FATIGUE PREVALENCE IN IBD OUTPATIENTS IN SCANDINAVIA

Karin Biering. WHEN IS RETURN TO WORK SAFE RETURN TO WORK?
COMPARING MEASURES OF RETURN TO WORK IN A COHORT OF PATIENTS
FOLLOWING PERCUTANEOUS CORONARY INTERVENTION

Charlotte K. Lautrup. FAMILIAL RISK OF COLORECTAL CANCER - METHODS FOR
TRACING FIRST DEGREE RELATIVES IN DENMARK

Shallu Sharma. PREVELANCE OF COMPLICATIONS IN NEUROMUSCULAR
SCOLIOSIS SURGERY: WHAT DOES THE LITERATURE TELL US?

Nicoline Valentina Krogstrup. IMPROVED GFR AND RENAL BLOOD PERFUSION
FOLLOWING REMOTE ISCHEMIC CONDITIONING IN A PORCINE KIDNEY
TRANSPLANTATION MODEL

Anne Gulbech Ording. THE CHARLSON COMORBIDITY INDEX SCORE AND
BREAST CANCER INCIDENCE: A DANISH NATIONWIDE CASE-CONTROL STUDY

Louise Hjort Nielsen. REDUCTION OF VIOLENCE AMONG MENTALLY ILL
OFFENDERS IN DENMARK USING STRUCTURED RISK ASSESSMENT SCHEMES

Jonathan Montomoli. LIVER DISEASE AND POST-OPERATIVE MORTALITY IN
PATIENTS WITH COLORECTAL CANCER: A DANISH NATIONWIDE COHORT
STUDY

Poster session 25 GP12: Clinical Medicine.

Chairmen: Bent Deleuran, Seren Beck Jensen (PhD student) & Annett Andersen (PhD student)

P25.01

P25.02

P25.03

P25.04

Mikkel Andreas Stremgaard Andersen. CRITERIA-BASED EMERGENCY MEDICAL
DISPATCH OF AMBULANCES - FIRST EXPERIENCES IN DENMARK

Eva Bjerre Ostenfeld. USE OF GLUCOCORTICOIDS AND COLORECTAL CANCER
RISK; A POPULATION-BASED CASE-CONTROL STUDY IN NORTHERN DENMARK,
1991-2010

Michael Dalager-Pedersen. MYOCARDIAL INFARCTION AND STROKE AFTER
INCIDENT COMMUNITY-ACQUIRED BACTEREMIA: A 15-YEAR COHORT AND
CASE SERIES STUDY

Efe Levent Aras. PEDICLE SCREW FIXATION FOR UNSTABLE THORACIC SPINE



P25.05

P25.06

P25.07

P25.08

P25.09

P25.10

P25.11

FRACTURES: CLINICAL AND RADIOLOGICAL EVALUATION OF 120 CASES.
Anne Fia Grann. MELANOMA: THE INFLUENCE OF COMORBIDITY ON SURVIVAL

Anne Nakano Jensen. QUALITY OF HOSPITAL CARE AND CLINICAL OUTCOME
AMONG PATIENTS WITH INCIDENT HEART FAILURE IN DENMARK: A
NATIONWIDE STUDY

Gija Rackauskaite. RESPONDERS AND NON-RESPONDERS TO THE WEB BASED
QUESTIONNAIRE AMONG PARENTS TO CHILDREN WITH CEREBRAL PALSY

Eva Szzdder. DEVELOPMENT OF AN ALGORITHM FOR DIFFERENTIATED
INTERVENTION AGAINST MEDICATION ERRORS IN ACUTE HOSPITAL
ADMISSIONS ON THE BASIS OF INDIVIDUALIZED RISK STRATIFICATION

Dorthe Krogsgaard Bonnerup. PHYSICIANS’ ATTITUDES TOWARDS DRUG
COUNSELLING FROM EXTERNAL HEALTH PROFESSIONALS

Henrik Gammelager. ONE-YEAR MORTALITY AMONG DANISH INTENSIVE CARE
PATIENTS WITH ACUTE KIDNEY INJURY: A COHORT STUDY

Malene Schou Nielsson. MORTALITY IN ELDERLY PATIENTS ADMITTED TO THE
INTENSIVE CARE UNIT: A DANISH ONE YEAR COHORT STUDY

Poster session 26 GP11: Tooth, bone and joint diseases.

Chairmen: Erling Bjerregaard Pedersen, Jeppe Barckman (PhD student) & Dan Ostergaard
Pradsgaard (PhD student)

P26.01

P26.02

P26.03

P26.04

P26.05

P26.06

P26.07

P26.08

P26.09

Lene Rahr Wagner. IMPACT OF DIFFERENT GRAFT TYPES AFTER ACL
RECONSTRUCTION: RESULTS FROM THE DANISH REGISTRY OF KNEE
LIGAMENT RECONSTRUCTION

Charlotte Hartig Andreasen. FACTORS PREDICTING FAILURE FOLLOWING
PERIACETABULAR OSTEOTOMY: A 2-12 YEARS FOLLOW-UP STUDY OF 406
PERIACETABULAR OSTEOTOMIES

Michael Skovdal Rathleff. PREVALENCE OF TRAUMATIC AND NON-TRAUMATIC
ANTERIOR KNEE PAIN AMONG ADOLESCENTS.

Jannie Dahl Hald . OSTEOGENESIS IMPERFECTA - GENETICS, PHENOTYPE
AND QUALITY OF LIFE

Anette Liljensge. OBESITY INFLUENCES THE CLINICAL OUTCOME AND THE
QUALITY OF LIFE FOLLOWING PRIMARY TOTAL KNEE ARTHROPLASTY.

Jan Rolfing. EPO DOES NEITHER STIMULATE PROLIFERATION NOR
OSTEOGENIC DIFFERENTIATION OF HMSC-TERT CELLS

Karen Toftdahl Bjernholdt. ACUTE AND CHRONIC PAIN AFTER SHOULDER
SURGERY: TREATMENT AND EPIDEMIOLOGY

Morten Christian Bay Grauballe. THE ROLE OF TNF-a AND AGES IN RATMODEL
WITH DIABETES AND PERIODONTITIS

Pernille Endrup Jacobsen. DENTAL ABNORMALITIES IN CHILDREN EXPOSED TO
ANTICONVULSANTS PRENATALLY



P26.10 Lars Bo Petersen. POSTOPERATIVE COMPLICATIONS AFTER MANDIBULAR
THIRD MOLAR REMOVAL BASED ON PANORAMIC RADIOGRAPHY OR CONE
BEAM CT-SCANNING: A RANDOMISED CONTROLLED CLINICAL STUDY

Poster session 27 GP10: Translational Molecular Medicine.

Chairmen: Niels Gregersen & Kirstine Kjer Kirkegaard (PhD student)

P27.01 Steffen Jensen. EVALUATION OF TWO COMMERCIAL GLOBAL MIRNA
EXPRESSION PROFILING PLATFORMS FOR DETECTION OF LESS ABUNDANT
MIRNAS

P27.02 Lea Hougaard Pedersen. TREATMENT OF CHRONIC KIDNEY DISEASE WITH

SIRNA NANOPARTICLES TARGETING MMP-2, MT1-MMP, AND TIMP-2

P27.03 Dennis Kjalhede Jeppesen. IDENTIFICATION AND CHARACTERIZATION OF
CIRCULATING EXOSOMES IN BLADDER CANCER

P27.04 Juan Manuel Shiguetomi Medina. EPIPHYSIODESIS MADE WITH
RADIOFREQUENCY ABLATION: FIRST RESULTS FROM A PILOT STUDY

P27.05 Anne Louise Askou. REDUCTION OF CHOROIDAL NEOVASCULARIZATION IN
MICE BY AAV-DELIVERED ANTI-VEGF SHRNA

P27.06 Anne Skakkebak Jensen. NEUROCOGNITIVE OUTCOME AND
PSYCHOPATHOLOGY IN MEN WITH KLINEFELTER SYNDROME

P27.07 Maja Ludvigsen. TRANSLATIONAL RESEARCH IDENTIFIES PROGNOSTIC
MARKERS INCLUDING GALECTIN-1 IN THE TUMOR MICROENVIRONMENT OF
CHL PREDICTIVE FOR RELAPSED /REFRACTORY DISEASE

P27.08 Yujia Cai. TRANSPOSON-BASED LENTIVIRAL VECTOR TECHNOLOGY FOR GENE
DELIVERY AND PERSISTENT TRANSGENE EXPRESSION

P27.09 Terese K. Jeppesen. ABSENCE OF A GENERAL BENEFICIAL EFFECT OF RENAL
SMAD3 BLOCKAGE

P27.10 Ulla Munksgaard Stahlschmidt. FUNCTIONALIZED BI-PHASIC OSTEOCHONDRAL
PLUG FOR CARTILAGE REPAIR

P27.11 Shivani Shivprasad Joshi. NOVEL MUTATION CAUSING CNDI IN SWEDISH
PATIENT.

Poster session 28 GP10: Translational Molecular Medicine.

Chairmen: Jesper Vuust Mgller, Torsten Bloch Rasmussen (PhD student) & Christel Krgigaard (PhD
student)

P28.01 Anto Praveen Rajkumar Rajamani. T(9;17) (Q33.2;Q25.3) TRANSLOCATION
REVEALS THE ASSOCIATION BETWEEN BIPOLAR DISORDER AND AS WELL AS
GENES

P28.02 Aida Solhgj Hansen. SIGNIFICANCE OF CD46 ISOFORMS ON THE REGULATION
OF CELLULAR RESPONSES

P28.03 Siri Strand. LONG NON-CODING RNAS IN PROSTATE CANCER: REGULATION,

FUNCTION AND BIOMARKER POTENTIAL



P28.04

Ming Sun. NANOMEDICINE IN BREAST CANCER BONE METASTASIS: TARGETING
CANCER STEM CELL

P28.05 Miao Wang. NEUROLOGICAL FUNCTION AND SURVIVAL OUTCOME OF AARHUS
ALGORITHM IN PATIENTS WITH SPINAL SOLITARY PLASMACYTOMA OR
MULTIPLE MYELOMA

P28.06 Anders Britze Hansen. THE CHOLESTEATOMA PROTEOME

P28.07 Kim Blauenfeldt Gosmer. CHEMICAL PROFILING OF ILLEGAL DRUGS AS A
FORENSIC TOOL

P28.08 Inge Gram Carlsen. REGULATION OF HSP27 IN UNILATERAL OBSTRUCTED
KIDNEY AND IN RMIC SUBJECTED TO MECHANICAL AND INFLAMMATORY
STRESS.

P28.09 Paula Fernandez Fernandez Guerra. ANALYSIS OF MITOCHONDRIAL RESPONSE
TO INDUCED OXIDATIVE STRESS IN NORMAL HUMAN DERMAL FIBROBLASTS
USING NUCLEOCOUNTER NC-3000

P28.10 Helle Kristensen. EPIGENETIC SILENCING AND BIOMARKER POTENTIAL OF ,
AND THEIR HOST GENE IN PROSTATE CANCER

PhD Student Chairmen.

CH.o1 Martin Gottliebsen. LONG BONE GROWTH CONTROL CAN BE ACHIEVED WITH
TOTALEPIPHYSIODESIS USING 8-PLATES

CH.o2 Randi Groslier Bjelde. AGONISTS THAT INCREASE [CA2+]; HALT THE MOVEMENT
OF ACIDIC CYTOPLASMATIC VESICLES IN MDCK CELLS

CH.o3 Esben Laugesen. INCREASED ARTERIAL STIFFNESS IS INDEPENDENTLY
ASSOCIATED WITH RISK OF ISCHEMIC CEREBRAL DISEASE IN PATIENTS WITH
TYPE 2 DIABETES DESPITE GOOD BLOOD PRESSURE AND LIPID CONTROL

CH.o4 Annette Langager Hagh. USE OF ACE-INHIBITORS AND CLINICAL OUTCOME
AFTER PRIMARY VASCULAR SURGICAL RECONSTRUCTION: A PROPENSITY
SCORE MATCHED NATIONWIDE FOLLOW-UP STUDY

CH.os Jakob Jakobsen. RELATION BETWEEN MOTOR AND SENSORY THRESHOLD
DURING PERCUTANEOUS NERVE EVALUATION

CH.o6 Maiken Kudahl Larsen. MOLECULAR AUTOPSY; GENETIC INVESTIGATION OF
SUDDEN UNEXPLAINED DEATH

CH.o7 Matias Grynderup. PHYSIOLOGICAL STRESS AND THE RISK OF DEPRESSION

CH.o8 Dariusz Orlowski. SEMI-AUTOMATIC ESTIMATION OF DENDRITE SPINE
DENSITIES COMPARED TO MANUAL COUNTING

CH.o9 Anders Kirch Dige. INFLIXIMAB INDUCES CLONAL EXPANSION OF y8-T CELLS IN
CROHN'S DISEASE: A PREDICTOR OF LYMPHOMA RISK?

CH.10 Niels Fristrup. CATHEPSIN E, MASPIN, PLK1, AND SURVIVIN ARE PROGNOSTIC

PROTEIN MARKERS FOR PROGRESSION IN NON-MUSCLE INVASIVE BLADDER
CANCER - A LARGE SCALE TISSUE MICROARRAY VALIDATION STUDY



CH.11

CH.12

CH.13

CH.14

CH.15

CH.16

CH.17

CH.18

CH.19

CH.20

CH.21

CH.22

CH.23

CH.24

CH.25

CH.26

CH.27

Muhammad Umar Cheema. ALDOSTERONE INDUCES ACCUMULATION OF AN
ALPHA ENAC IMMUNEREACTIVE PEPTIDE IN PROTEOSOMES OF DISTAL
RENAL TUBULES

Carina Henriksen. THE PATHOPHYSIOLOGY OF RAPID-ONSET DYSTONIA
PARKINSONISM: CELL CULTURE STUDIES AND PORCINE MODEL

Sabina Jelen. TWO UREA CHANNELS, AQP9 AND A UT-A GENE PRODUCT,
FACILITATE HEPATOCYTE BASOLATERAL MEMBRANE UREA PERMEABILITY.

Louise Wamberg. DIFFERENTIAL EXPRESSION OF VITAMIN-D-METABOLIZING
CYTOCHROMES P450 IN HUMAN ADIPOSE TISSUE DEPOTS

Carina Agerbo Rosenberg. CHARACTERISATION OF AGE SPECIFICT CELL
RESPONSES FOLLOWING VACCINATION AGAINST HEPATITIS B VIRUS
INFECTIONS

Xiaoping Chen. ISOSTEVIOL HAS A BENEFICIAL EFFECT ON FATTY ACID-
INDUCED GLUCAGON SECRETION

Anders P. Sendergaard. UVA RIBOFLAVIN COLLAGEN CROSS-LINKING LOWERS
STROMAL SWELLING PRESSURE

Chris Bath Sgndergaard. OXYGEN AS A KEY REGULATOR OF LIMBAL EPITHELIAL
STEM CELL GROWTH AND DIFFERENTIATION

Regina Gonzalez Dosal. HSV INFECTION INDUCES PRODUCTION OF ROS, WHICH
POTENTIATE SIGNALING FROM PATTERN RECOGNITION RECEPTORS: ROLE
FOR S-GLUTATHIONYLATION OF TRAF3 AND 6

Dorte Guldbrand Nielsen. THE RELATIONSHIP BETWEEN IMMEDIATE
RELEVANT BASIC SCIENCE KNOWLEDGE AND CLINICAL KNOWLEDGE:
PHYSIOLOGY KNOWLEDGE AND TRANSTHORACIC ECHOCARDIOGRAPHY
IMAGE INTERPRETATION

Peter Hjorth. PHYSICAL HEALTH OF RESIDENTS IN PSYCHIATRIC AND SOCIAL
CARE FACILITIES

Anne Sophie Agard. LIFE AFTER ICU: TRAJECTORIES OF ICU-SURVIVORS AND
THEIR PARTNERS POST ICU

Connie Berthelsen. RELATIVES' PARTICIPATION IN OLDER PATIENTS' FAST-
TRACK TREATMENT PROGRAM DURING HIP OR KNEE REPLACEMENT -
CONSTRUCTING GROUNDED THEORY

Marie Louise Overgaard Svendsen. HIGHER STROKE UNIT VOLUME ASSOCIATED
WITH IMPROVED QUALITY OF ACUTE STROKE CARE AND POTENTIAL COST
SAVINGS

Berit Hvass Christensen. MOTHERS' WORK EXPOSURE DURING PREGNANCY AND
ASTHMA IN THEIR CHILDREN, A PROSPECTIVE COHORT-STUDY

Sofie Gry Pristed. ASSOCIATION BETWEEN ANTHROPOMETRIC MEASURES AND
HEALTH-RELATED QUALITY OF LIFE - DATA FROM THE DANISH DIET,
CANCER AND HEALTH STUDY

Morsi Abdallah. IMMUNOLOGIC DYSFUNCTION IN AUTISM SPECTRUM



CH.28

CH.29

CH.30

CH.31

CH.32

CH.33

CH.34

CH.35

CH.36

CH.37

CH.38

CH.39

CH.40

CH.41

CH.42

CH.43

CH.44

CH.45

DISORDERS: FINDINGS FROM A DANISH HISTORIC BIRTH COHORT

Anette Werner. MENTAL TRAINING AND CHILDBIRTH - THE EFFECT ON PAIN
EXPERIENCE, LENGTH OF BIRTH AND OTHER BIRTH OUTCOMES

Anne-Birgitte Vogelsang. LIVING TOGETHER WITH A RECIPIENT OF AN
MPLANTABLE ARDIOVERTER EFEBRILLATOR A CHALLENGE?

Lisa Gregersen @stergaard. THE EFFECT OF EARLY INITIATION OF
REHABILITATION AFTER LUMBAR SPINAL FUSION - A RANDOMIZED CLINICAL
TRIAL

Christina Malmose Stapelfeldt. PATTERNS OF SICK-LEAVE'S ASSOCIATIONS WITH
WORK CHARACTERISTICS AMONG EMPLOYEES IN THE MUNICIPAL
ELDERCARE IN AARHUS

Tue Fryland. A FUNCTIONAL CHARACTERIZATION OF BRD1 IN RELATION TO
PSYCHIATRIC DISEASES.

Stefan W. Harders. CT PERFUSION FOR SOLITARY PULMONARY NODULES.
DISSENTING RESULTS.

Peter Sandegaard Skyt. THREE DIMENSIONAL MEASUREMENTS OF THE EFFECT
OF TUMOR TRACKING IN RADIOTHERAPY

Anette Luther Christensen. IS THE SEASONAL VARIATION IN HOSPITALISATION
RATES OF ATRIAL FIBRILLATION RELATED STROKES IN DENMARK DYNAMIC?

Christian Alcaraz Frederiksen. POINT-OF-CARE ULTRASOUND REVEALS
IMPORTANT HEART PATHOLOGY

Niels Ramsing Holm. FINAL KISSING BALLOON DILATATION IN SIMPLE
STENTING OF CORONARY BIFURCATION LESIONS. POOLED ANALYSIS OF THE
BBC ONE STUDY AND THE NORDIC BIFURCATION STUDIES

Lars Jakobsen. DIMENSIONS OF SOCIOECONOMIC STATUS AND CLINICAL
OUTCOME AFTER PRIMARY PERCUTANEOUS CORONARY INTERVENTION

Stephen Austin. METACOGNITIVE BELIEFS AND COURSE OF ILLNESS WITHIN
SCHIZOPHRENIA SPECTRUM DISORDERS - OPUS COHORT 10 YEAR FOLLOW-
UP.

Kari Konstantin Nissen. EXPRESSION OF GAG AND POL FROM RECONSTRUCTED
HERV-FC1, ASSOCIATED WITH MULTIPLE SCLEROSIS

Kathrine Just Andersen. ELECTROPHYSIOLOGICAL RECORDINGS IN THE BASAL
GANGLIA IN AN ALPHA-SYNUCLEIN MODEL OF PARKINSON'S DISEASE

Karina Bendixen. EFFECT OF A SINGLE DOSE PROPRANOLOL ON HYPERTONIC
SALINE-EVOKED MASSETER MUSCLE PAIN AND AUTONOMIC RESPONSE IN
HEALTHY WOMEN

Louise Buur Lund. SIGNALLING PATHWAYS INVOLVED IN a-SYNUCLEIN
AGGREGATION DEPENDENT CELL DEATH

Jan Danz. GINGIVAL RECESSIONS AND TOOTH MOVEMENT

Marie Bagger Bohn. THREE-DIMENSIONAL KINETIC AND KINEMATIC ANALYSIS



CH.46

CH.47

CH.48

CH.49

CH.50

CH.51

CH.52

CH.53

CH.54

CH.55

CH.56

CH.57

CH.58

CH.59

CH.60

CH.61

OF KNEE ROTATIONAL STABILITY IN ACL-DEFICIENT PATIENTS.

Thomas Damgaard Sandahl. VALIDATION OF PROGNOSTIC SCORES FOR CLINICAL
USE IN PATIENTS WITH ALCOHOLIC HEPATITIS

Asger Granfeldt. RESUSCITATION WITH ADENOCAINE AND MAGNESIUM
REDUCES FLUID REQUIREMENT AND IMPROVES CARDIAC FUNCTION
FOLLOWING 72% BLOOD LOSS IN THE PIG

Anne-Cathrine Bareid @stby. COMMUNITY RESPIRATORY VIRUSES IN INTENSIVE
CARE PATIENTS WITH ACUTE RESPIRATORY DISEASE

Rikke Olesen. DYNAMICS OF HIV SHEDDING AND CD8+ T CELL INFLUX INTO
THE CERVICOVAGINAL SECRETIONS DURING HIV INFECTION IN BLT
HUMANIZED MICE

Louise Hauge Matzen. THE INFLUENCE OF CONE BEAM CT-SCANNING ON
TREATMENT PLANNING BEFORE REMOVAL OF MANDIBULAR THIRD MOLARS
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VASOPRESSIN-INDEPENDENT TARGETING OF AQUAPORIN-2 BY
SELECTIVE E-PROSTANOID RECEPTOR AGONISTS ALLEVIATES
NEPHROGENIC DIABETES INSIPIDUS

E.T.B. Olesen, R.A. Fenton

Department of Biomedicine, Water and Salt Research Center, Aarhus
University

The kidney collecting duct water channel aquaporin-2 (AQP2) is regulated
by vasopressin (VP) by phosphorylation at three sites (pS256, pS264 and
pS269) leading to apical membrane accumulation (AMA). The present aim
was to identify VP independent pathways for AQP2 regulation with focus on
prostaglandin E2 (PGE2) receptors EP2 and EP4. AMA was assessed by cell
surface biotinylation in cells and immunohistochemistry in tissue, and
phosphorylation was assessed by immunoblotting with phosphospecific
antibodies. In vitro, Madine-Darby canine kidney (MDCK) cells stably
transfected with AQP2 were stimulated with selective agonists for either EP2
(butaprost, 101°M-10°M) (BU) or EP4 (CAY10580, 10-8M-10-5M) (CAY).
Both agonists induced AQP2 AMA and pS264-AQP2. BU, but not CAY,
increased pS269-AQP2 and second messenger cAMP. Ex vivo, both agonists
increased pS256-AQP2 in tubule suspensions from kidney cortex of normal
wistar rats (NWR) and BU induced AQP2 AMA in kidney slices from NWR.
In vivo, nephrogenic diabetes insipidus (NDI) was mimicked in 12 NWR by
VP receptor antagonist OPC-31260 (10mg/day). Rats were additionally
treated with BU (6mg/kg/day) or solvent control for two days (n=6). BU
increased urine osmolality (265+27 vs 192+18 mosm/kg H20 on dayz;
455+47 vs 285+34 on day2) and reduced urine flow rate to 59% on day 1 and
51% on day 2 with no decline in creatinine clearance (605+84 vs 536+45
ul/min/100g). Conclusion: EP2 and EP4 increase AQP2 AMA in cells and in
native tissue with differential intracellular signaling mechanisms, and BU
alleviates polyuria in rats. This indicates that PGE2 is involved in body water
homeostasis and may provide a new treatment strategy for NDI.

DEVELOPMENT OF BRCA1 KNOCKOUT PIGS AND TRANSCRIPTOME
STUDIES OF DISEASE PROGRESSION

Y. Luo, C.B. Serensen, L. Bolund
Department of Biomedicine, Aarhus University

[Background] Inherited breast cancer is commonly caused by mutations in
breast cancer susceptibility genes, such as BRCA1 or BRCA2. Pigs are crucial
preclinical animal models of breast cancer due to the genetic and
physiological similarities between pigs and human. [Methods] Using
recombinant adeno-associated virus-mediated gene targeting and SCNT by
handmade cloning, we aimed at generating a pig model with a 55 bp deletion
in exon 11 of BRCA1 and using transcriptomics to study disease progression.
[Results and discussion] In one study, we transferred 347 cloned embryos to
3 recipient sows and generated 7 BRCA1 knockout (BRCA1+/-) piglets.
However, all BRCA1+/- pigs died within 18 days after birth. We then used a
re-cloning strategy, in which 291 cloned embryos were transferred to 3
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recipient sows and generated 8 BRCA1+/- piglets. Only one piglet survived
and is now growing to maturity. In a third cloning effort, in which a mix of
BRCA1+/- cell clones were used as nuclear donor cells, 15 Yucatan BRCA1+/-
piglets were born and 14 of these are still alive. We are also working on
generating BRCA1+/- Gottingen minipigs. Microarray-based transcriptome
analyses conducted on the BRCA1+/- and wildtype (WT) cells showed that
gene expression in BRCA1+/- cells is distinctly different to WT cells. Several
of the differently expressed genes are involved in cancer and genetic disorder
regulation. [Conclusions] This study has generated the first BRCA1 KO pig
model and this may be used as preclinical animal model for studying the
pathogenesis of breast cancer.

CRYPTORCHIDISM IN DENMARK: STUDIES OF REGISTRY VALIDITY,
DISEASE ETIOLOGY, AND TIMING OF CORRECTIVE SURGERY

M.S. Jensen 2, A.J. Wilcox3, J. Olsen4, J.P. Bondes, A.M. Thulstrup?, C.H.
Ramlau-Hansen4, T.B. Henriksen?

Perinatal Epidemiology Research Unit, Department of Pediatrics, Aarhus
University Hospital, Aarhus, Denmark, 2Department of Occupational
Medicine, Aarhus University Hospital, Aarhus, Denmark, 3Epidemiology
Branch, National Institute of Environmental Health Sciences/NIH, Durham,
North Carolina, USA, 4Department of Epidemiology, School of Public
Health, University of Aarhus, Aarhus, Denmark, sDepartment of
Occupational and Environmental Medicine, Bispebjerg Hospital, University
of Copenhagen, Copenhagen, Denmark

Early delivery and low birth weight are strong predictors of the two
urogenital anomalies cryptorchidism (undescended testis) and hypospadias.
Understanding these associations may lead to important etiologic clues, and
we therefore revisited the prevailing hypotheses regarding fetal growth
restriction as a risk factor for urogenital anomalies. We studied a population
of 934,538 Danish boys born alive from 1 January 1980 to 31 December
2008. Cryptorchidism and hypospadias were inversely associated with
weight for gestational age. The higher risk among boys born light-for-
gestational age, an indicator of fetal growth restriction, was strongly
aggravated by early delivery. A low birth weight compared with singleton or
twin brothers’ birth weight was associated with a higher risk of urogenital
anomalies, suggesting an effect of relative fetal growth restriction within
families. Contrary to previous reports, newborns’ body dimensions assessed
independently of birth weight were not associated with urogenital
anomalies. The hypothesis, that shared factors cause both fetal growth
restriction and urogenital anomalies, was supported by comparison of
urogenital anomaly risks in singletons and twins, and by patterns of
cryptorchidism and hypospadias co-occurring in individuals. These novel
insights might also extend to other male reproductive conditions with
prenatal etiology, including testicular cancer and poor semen quality.

COMBINATION OF RECOMBINANT FACTOR VIIA AND FIBRINOGEN
CORRECTS THE COAGULOPATHY OF PRIMARY IMMUNE
THROMBOCYTOPENIA AT VERY LOW PLATELET COUNTS

O.H. Larsen® 4, J. Stentoft2, D. Radias, J. Ingerslevt 4, B. Sorensen? 4

1Centre for Haemophilia and Thrombosis, Aarhus University Hospital,
2Department of Haematology, Aarhus University Hospital, 3Department of
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Haematology, Guy's and St Thomas' NHS Foundation Trust, London, United
Kingdom, 4Haemostasis Research Unit, Guy's and St Thomas' NHS
Foundation Trust, London, United Kingdom

Haemostatic treatment modalities alternative to platelet transfusion are
desirable if they enable control of serious acute bleeds in primary immune
thrombocytopenia (ITP). This study challenged the hypothesis that
recombinant factor VIIa (rFVIIa, NovoSeven®) combined with fibrinogen
concentrate (Haemocomplettan®) may correct whole blood (WB) clot
formation in ITP. Blood from ITP patients (n=12) was drawn into tubes
containing 3.2% citrate and corn trypsin inhibitor 18.3 ug/ml (final
concentration). The WB (mean platelet count 22 x 109/L (range 0-42)) was
spiked in vitro with buffer, donor platelets (+40x109/L), rFVIIa (1 or
4pg/mL), fibrinogen (1 or 3mg/mL), or combinations of rFVIIa and
fibrinogen. Coagulation profiles were recorded by tissue factor (0.03pM)
activated ROTEM® Thromboelastometry. Coagulation in ITP was
characterised by a prolonged clotting time (CT, 1490s (mean)), a low
maximum velocity (MaxVel, 3.4mmx100/s) and maximum clot firmness
(MCF, 38.2mm). Fibrinogen showed no haemostatic effect, whereas rFVIIa
reduced the CT and increased the MaxVel. The combination of fibrinogen
and rFVIla revealed a significant synergistic effect improving all parameters
(CT 794s, MaxVel 7.9mmx100/s, MCF 50.7mm) even at very low platelet
counts. Data suggest that rFVIIa combined with fibrinogen corrects the
coagulopathy of ITP even at very low platelet counts, and may represent an
alternative to platelet transfusion.

THERMOGRAPHY AS A QUANTATIVE METHOD FOR ASSESSING
POSTOPERATIVE INFLAMMATION

J. Christensen?® 3, L.H. Matzen* 3, M. Vathz, S. Schou3, A. Wenzel

Department of Oral Radiology, School of Dentistry, Aarhus University,
2Department of Biostatistics, Aarhus University, 3Department of Oral and
Maxillofacial Surgery and Oral Pathology, School of Dentistry, Aarhus
University

Introduction: Thermography is an imaging method to assess heat emission
from a surface. Inflamed tissue is characterised by liberation of heat, and
therefore assessment of surface temperature may be a useful surrogate of
inflammation. If thermography can be used to quantify inflammation, it
could be a useful imaging tool in many clinical studies.

Objectives: To assess differences in skin temperature between left and right
side of the face after unilateral third molar surgery using thermography.

Materials and methods: 127 patients had one mandibular third molar
removed. Before surgery, standardised thermographic images were taken of
both sides of the patient’s face in profile. The imaging procedure was
repeated 2 and 7 days after surgery. A ROI was marked on each image. A
mean temperature within each ROI was calculated. Paired t-tests were used
to assess differences between sides and over time.

Results: No significant difference was found between the operated side and
the control side neither before surgery nor 7 days after surgery (p>0.1). The
temperature of the operated side was significantly higher than that of the
control side 2 days after surgery (Ao.33 degrees, p<0.001). No significant
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difference was found over time between the preoperative and the 7 days
postoperative temperature of both sides (p>0.35). After 2 days, the operated
side was not significantly different from the temperature preoperatively
(p=0.12). The control side had a significantly lower temperature after 2 days
(0.57 degrees, p<0.001).<br /> Conclusions and discussion: Thermography
seems useful for a quantitative assessment of temperature differences
between ROIs, i.e. intervention side and control side.

ZOLEDRONATE-IMPREGNATED ALLOGRAFT IMPROVES THE
FIXATION OF ORTHOPAEDIC REVISION IMPLANTS

M. Sorensent, J. Baas', J. Barckman?, J.E. Bechtold?, K. Seballe*

10rthopardic Research Lab and Department of Orthopaedics, Aarhus
University Hospital, 2Minneapolis Medical Research Foundations,
Minneapolis, MN USA

Introduction

Loss of bone stock is a major problem in revision surgery often compensated
by use of bone allograft impacted around the implant. Resorption of the
allograft may reduce early implant fixation.

The overall purpose of this research was to improve early fixation of bone-
grafted joint replacement implants. We hypothized that bisphosphonate-
soaked morcelized bone allograft would improve the fixation of orthopaedic
revision implants.

Materials and methods

Twenty-four micromotion implants were inserted bilaterally into the knees
of 12 dogs according to our revision protocol producing a standardized
revision cavity. After eight weeks revision surgery was performed removing
the fibrous capsule and reaming of the endosteal neocortex. This left a 1.1
mm gap around the non-motioning, plasma-sprayed titanium revision-
implant. The gap was impacted with morcelized allograft. On the
intervention side the allograft was soaked in zoledronate (0.005mg/ml) for 3
minutes and rinsed while the allograft for the control side was soaked in
saline following the same procedure. Observation after revision was 4 weeks.

Data was evaluated by paired t-test. P-values <0.05 were considered
statistically significant.

Results

On the Zolendronate-treated side the revision implants had improved
fixation by at least 50% in all biomechanical parameters (shear stiffness,
p=0.002; shear strength, p=0.02; energy absorption, p=0.01).

Discussion

When allograft bone is used in revisions, topical Zolendronate may improve
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initial biomechanical fixation of the revision implant. Previous experiments
have shown that bisphosphonates can be easily overdosed, and protocolled
clinical trials are needed.

NEW METHODS FOR IDENTIFYING RESPONDERS AMONG PATIENTS
WITH NON-CELL LUNG CANCER TREATED WITH ERLOTINIB

B. Weber 2, P. Meldgaard?, H. Hager3, E. Nexo', B.S. Sorensen?

1Department of Clinical Biochemistry, Aarhus University Hospital,
2Department of Clinical Oncology, Aarhus University Hospital, 3Department
of Pathology, Aarhus University Hospital

Introduction: Most patients with Non-Small Cell Lung Cancer (NSCLC) are
diagnosed with advanced or metastatic disease and their prognosis is poor,
even with cytotoxic chemotherapy. Survival can be improved in a small
subgroup of patients with mutations in the EGF receptor by treatment with
the tyrosine kinase inhibitor, erlotinib, targeting the EGF receptor. To
identify erlotinib responders, we collected blood and tumour tissue samples
from 300 NSCLC patients treated with erlotinib. We studied the
concordance between the biopsies and the blood samples as well as the
correlation with response and survival.

Methods: DNA was extracted from blood samples and the diagnostic biopsy.
Mutations in the EGF receptor gene was analyzed with massive parallel
picoliter reactpr sequencing.

Results: We developed a massive parallel picoliter reactor sequencing
technique. This method uses amplification of specific amplicons from the
EGFR gene. Individual DNA molecules from the tumor or blood are
sequenced and a DNA sequence is obtained from approximately 1000 DNA
molecules in each sample. This makes it possible to identify mutations even
when only 1% of the DNA is mutated. We identified mutations in both
biopsies and blood samples but as the study is still ongoing, the entire data is
not yet available.

Conclusions: We have shown that mutations can be detected both in tissue
samples and in blood samples. Future studies will show if it is feasible to
analyse only a blood sample and if the presence of mutations in the blood
can predict treatment response.

THE AVP-STIMULATED NACL ABSORPTION IN MOUSE MEDULLARY
THICK ASCENDING LIMB IS ABOLISHED BY THE V2 RECEPTOR
ANTAGONIST SATAVAPTAN

R.D. Marques?, P.I.A. de Bruijn?, M. Bleich?, H.A. Praetorius?, J. Leipziger!

1Dept. of Physiol. & Biophys., Aarhus University, Aarhus, Denmark, 2Inst. of
Physiol., Christian Albrechts University, Kiel, Germany

Arginin-vasopressin (AVP) activates water and electrolyte absorption in the
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collecting duct as well as electrolyte absorption in the thick ascending limb
(TAL). In these renal segments, the hormone causes increases of cAMP and
intracellular Ca2+. The V2 receptor is critical for most renal tubular actions
of AVP. However, other AVP receptors (V1) are known to be expressed in
TAL of certain mammalian species. Objective: Investigate the effect of the
highly specific V2 receptor antagonist satavaptan on AVP-stimulated NaCl
transport in mouse thick ascending limb. Methods: Transepithelial NaCl
transport was studied in isolated, perfused mouse mTALSs using the electrical
measurement of equivalent short circuit current (Is.). Results: Non-
stimulated mTALSs showed a lumen-positive transepithelial voltage (Vi) of
+6.26+1.02 mV and a transepithelial resistance (Rt) of 3.05+£0.45 Q cm?
and an equivalent short circuit current (Is.) of 2196356 uA/cmz (n=5).
Within 5-10 minutes basolateral AVP (10nM) triggered a pronounced and
ongoing activation of transport as seen by an increase of Vie to +11£0.71 mV
and L to 3460+475 pA/cm2. R remained unaltered. In paired experiments
satavaptan (1uM) completely abolished the AVP-induced increase in Vi and
Isc (n=5). Satavaptan did not influence baseline mTAL transport.
Conclusion: These are the first functional data in isolated perfused mTAL to
quantify the effect of specific V2 antagonists on NaCl transport. V2 receptor
blockage is sufficient to suppress the AVP-activated NaCl absorption in
mouse mTAL. Other AVP receptors appear not to be involved. Thus, the
critical role of the V2 receptor for AVP-mediated transport activation is
confirmed.

STRUCTURAL INSIGHT INTO THE HIGH AFFINITY BINDING OF
CARDIOTONIC STEROIDS TO THE NA+ K+-ATPASE

M. Laursen® 2, L. Yatime® 3, P. Nissen® 3, N.U. Fedosova® 2

ICenter for Membrane Pumps in Cells and Disease — PUMPKIN, Danish
National Research Foundation, Denmark, 2Department of Biomedicine,
Aarhus University, DK-8000 Aarhus C, Denmark, 3Department of Molecular
Biology and Genetics, Aarhus University, DK-8000 Aarhus C, Denmark

The Na+,K+-ATPase is the specific target for cardiotonic steroids (CTS), a
family of naturally derived compounds used in the medical treatment of
congestive heart failure and arrhythmia, i.e. digoxin (digitalis). CTS inhibit
the pump activity by binding to an extracellular site of the catalytic a-
subunit and have the highest affinity to the Na+,K+*-ATPase in its
phosphorylated E2P conformational state. Moreover, endogenous CTS
binding have been associated with the regulation of several intracellular
processes, such as gene activation, mortality, cell-proliferation and apoptosis

[1].

We have determined the crystal structure of the pig kidney Na+,K+-ATPase
phosphoenzyme in its E2P form, stabilized by high affinity bound ouabain to
aresolution of 3.8 A. The structure differs from previously reported low
affinity ouabain-soaked complex [2]. Most importantly, the actuator domain
is rotated towards the phosphorylation domain in response to
phosphorylation and the transmembrane segments aM1 and aM2 undergo a
downward movement and lateral shift towards aM3 and aM4, forming a
high affinity binding pocket for the CTS. Additional electron density, clearly
visible in between the transmembrane segments aM1— aM6, enables us to
place ouabain in the high affinity binding pocket, where it plugs the ion
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pathway from the extracellular side [3]. Structural and biochemical data will
be presented with the emphasis on interactions between the cations and the
CTS.

References

[1] Schoner and Scheiner-Bobis (2007) Am. J. Cardiovasc. Drugs 7, 173-
189.

[2] Ogawa at al. (2009) Proc. Natl. Acad. Sci. USA 106, 13742-13747.
[3] Yatime at al. (2011) J. Struct. Biol. 174, 296-306.

FASTING, BUT NOT EXERCISE, INCREASES ADIPOSE TRIGLYCERIDE
LIPASE (ATGL) AND REDUCES G(0)/G(1) SWITCH GENE 2 (GoS2)
PROTEIN AND MRNA CONTENT IN HUMAN ADIPOSE TISSUE

T.S. Nielsen!, M.H. Vendelbo* 2, N. Jessen* 3, S.B. Pedersenz, J.O.
Jorgensen2, S. Lund® 2, N. Moller? 2

1Medical Research Lab, Clinical Institute, Aarhus University, 2Department of
Medicine and Endocrinology (MEA), Aarhus University Hospital,
3Department of Molecular Medicine, Aarhus University Hospital

Introduction: Fasting and exercise are characterized by increased lipolysis,
but the underlying mechanisms are not fully understood. Here, we
investigated whether fasting or exercise induced changes in human adipose
tissue (AT) levels of Adipose Triglyceride Lipase (ATGL) and its inhibitor
G(0)/G(1) Switch Gene 2 (GoS2).

Methods: We studied 8 healthy men (25.5+4.3 yr) for 6 h (240 min basal
and a 120 min clamp period) on 3 occasions: (i) in the basal state and after
(ii) 72-h fast and (iii) 1-h ergometer cycling (65% VO2-max). AT biopsies
were taken at t=30 and 270 min. Messenger-RNA was analyzed by RT-PCR,
and proteins were analyzed by western blotting.

Results: Circulating FFA levels and whole-body lipid oxidation were
increased to similar levels (approximately 2-fold and 75% respectively,
compared to control) by both fasting and exercise. Insulin suppressed lipid
oxidation in control, but not in fasting or exercise conditions. Furthermore,
during fasting insulin failed to suppress FFA levels, suggesting AT insulin
resistance. ATGL protein was increased by 44% (P<0.001) and GoS2 mRNA
and protein were decreased by 56% (P=0.016) and 55% respectively after
fasting but was not affected by exercise. Protein and mRNA of Hormone
Sensitive Lipase (HSL) and the ATGL coactivator Comparative Gene
Identification-58 (CGI-58) were unaffected.

Conclusion: We found increased AT content of ATGL and decreased content
of the ATGL inhibitor GoS2, suggesting increased ATGL activity during
fasting in humans. These results are the first human data to support the
recent finding that GoS2 is an important long-term regulator of lipolysis.

MANNAN-BINDING LECTIN IN TYPE 1 DIABETES - PRODUCTION AND
TURNOVER



002.03 Anna Sellmer
Sorensen
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The Medical Research Laboratories, Clinical Institute of Medicine and
Medical Department of Endocrinology and Internal Medicine, NBG, Aarhus
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Microbiology and Immunology, Faculty of Health Sciences, Aarhus
University

Background: Type 1 diabetic patients have increased blood-level of mannan-
binding lectin (MBL). This is not explained by MBL-genotype differences.
High levels of MBL are associated with later signs of diabetic kidney disease.
We have found that mice lacking MBL are protected from important diabetic
kidney changes.

Methods: In a type 1 diabetes model (multiple low-dose STZ in female
C57BL/6 mice), murine MBL isoforms A and C were measured before and
after diabetes. Production and half-life of MBL was estimated to explain
changes in MBL level. Complement activation was measured in plasma and
in the kidney.

Results: Both isoforms of MBL increased in diabetic animals compared with
controls. The increase was most pronounced for MBL-C that increased 3.6-
fold (2.9;4.5) in diabetic animals (P<0.001) compared with 0% (-7;9) in
controls (P=0.93). The change in MBL-C was significantly different in the
two groups, P<0.001. Likewise, change in MBL-A was significantly different
between diabetic and control animals (P=0.02). However, in separate
analyses, MBL-A did not change in diabetic animals (P=0.12) or in controls
(P=0.12). We then compared MBL half-life in diabetes compared with
control animals. Half-life of recombinant human MBL was significantly
prolonged in mice with diabetes (P=0.017). The half-life of MBL was
estimated to 14.3 hours (11.3;19.4) in diabetic animals compared with only
11.8 hours (11.0;12.9) in non-diabetic controls.

Conclusion: Our study supports the clinical observations and furthermore
show that MBL increases as result of diabetes. This change may be explained
by alternations in MBL turnover.

URINE OSMOLALITY AS PREDICTOR OF OPEN DUCTUS ARTERIOSUS
IN NEONATES LESS THAN 32 WEEKS OF GESTATION

A. Sellmert2, J. Bjerre2, B.H. Bech3, V.E. Hjortdal4, T.B. Henriksen? 2

Perinatal Research Unit, Aarhus University Hospital, 2Department of
Paediatrics, Aarhus University Hospital, 3Institute of Public Health,
Department of Epidemiology, Aarhus University, 4Department of Thoracic
Surgery, Aarhus University Hospital

Background: Delayed closure of the ductus arteriosus (DA) is associated with
major complications in extremely preterm babies.

Aims: To investigate 1) median urine osmolality on day four in neonates with
and without open DA on day seven 2) the association of urine osmolality
measured on day four with the risk of having an open DA on day seven.

Methods: Newborns with gestational age (GA)
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METABOLIC ADAPTATIONS TO FASTING IN HUMAN SKELETAL
MUSCLE

M_.H. Vendelbo!, N. Jessenz, J.O.L. Jorgensen?, N. Moller:

1Department of Internal Medicine and Endocrinology, Aarhus University
Hospital, 2Department of Clinical Pharmacology, Aarhus University Hospital

During human evolution, adaptation to famine has been pivotal. Metabolic
flexibility, where skeletal muscle shifts to lipid oxidation, is a distinguished
inherent ability that enables survival during fasting. This physiological
condition is associated with insulin resistance and mimics aspects of the
pathology behind type 2 diabetes.

To understand the mechanisms that regulate metabolic flexibility, we
investigated the response to 72 hours of fasting in 8 healthy men. Glucose
uptake was assessed by hyperinsulinemic-euglycemic clamp and protein
metabolism was assessed using amino acid tracers. In addition, myocellular
signaling, substrate oxidation, muscle lipid content and regulation of
glycogen synthesis were assessed.

Results: Peripheral insulin sensitivity was reduced and substrate oxidation
shifted toward lipid oxidation during fasting. This was associated with lipid
and glycogen accumulation in skeletal muscle, and net protein breakdown
was increased. In muscle, insulin signaling protein synthesis and glucose
transport was impaired at the level of mTOR and AS160, regulators of
protein synthesis and glucose uptake respectively. However, upstream
kinases and regulation to protein breakdown was unaffected.

This work defines physiological adaptations to fasting. The findings suggest
that net protein breakdown is due to reduced mTOR mediated protein
synthesis. Furthermore, insulin resistance may be induced by regulation of
AS160, indicating that AS160 is a key regulator of metabolic flexibility. This
leads to improved understanding of insulin action under physiological
conditions, and may lead to new insight into pathological conditions as type
2 diabetes and sarcopenia.

REMOTE ISCHEMIC PRECONDITIONING RELEASES A CIRCULATING
CARDIOPROTECTIVE FACTOR BUT TARGET TISSUE RESPONSE IS
ATTENUATED DUE TO AN INTRINSIC CARDIOPROTECTIVE
ACTIVATION IN DIABETIC PATIENTS

R.V. Jensen!, S.B. Kristiansen!, P.H. Nielsen2, T.T. Nielsen!, H.E. Botker!

Department of Cardiology B, Arhus University Hospital, Skejby,,
2Cardiothoracic Department T, Aarhus University Hospital, Skejby

Introduction: The mechanism behind an elevated threshold for ischemic
preconditioning in diabetic patients may be impaired release of a mediating
humoral factor or reduced response of the target tissue.

Objective: To investigate the release and effect of a circulating
cardioprotective factor in type 2 DM patients.

Methods: The cardioprotective effect of plasma dialysates from 9 type 2 DM
patients and 10 non-DM patients before (control) and after remote ischemic
preconditioning (rIPC) was tested in two perfusion models: a Langendorff-
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model with non-DM rabbit hearts and a model of human atrial trabeculae
from DM and non-DM patients.

Results: In the non-DM rabbit hearts rIPC dialysates from both non-DM and
DM patients reduced infarct size and improved hemodynamic recovery
compared their respective control dialysates (P<0. 05 for both comparisons;
n>9g/group). There was no difference in infarct size between control
dialysates from DM and non-DM (p=0.16). In human atrial tissue,
hemodynamic recovery was enhanced with control dialysate from DM
patients compared to non-DM patients. rIPC dialysate from non-DM
patients improved hemodynamic recovery compared to control dialysate
whereas no further protection was acquired by rIPC dialysate from DM
patients. Diabetic atrial trabeculae also had improved recovery when
perfused with control dialysate and no additional protection was acquired by
rIPC in diabetic trabeculae.

Conclusion: rIPC induced release of a circulating cardioprotective factor is
preserved in type 2 diabetic patients. Type 2 DM is associated with an
endogenous species specific activation of cardioprotective mechanisms,
which attenuate further protection by rIPC.

99MSESTAMIBI A POTENTIAL MARKER OF AREA AT RISK AFTER
REVASCULARISATION IN AN ISCHEMIC-REPERFUSION PORCINE
MODEL.

R.H. Poulsen', H.E. Botker2, M. Rehling3

1Clinical Institute, Aarhus University, 2Department of Cardiology, Aarhus
University Hospital, Skejby, 3Department of Nuclear Medicine, Aarhus
University Hospital

99mTc-Sestamibi (MIBI) is a reliable tracer of myocardial perfusion in
chronic ischemic hearts. MIBIs myocardial binding is less evaluated in the
acute ischemic myocardium. The binding is known to be influenced by
mitochondrial changing seen in the reperfusion phase.

We hypothesized that MIBI administered to the post ischemic heart after
revascularization would overestimate myocardial perfusion defect and
equalled Area at Risk (AAR).

In 12 pigs left anterior descending coronary artery was occluded in 45 min.
Two hours after reperfusion MIBI was injected in a central vein, and 15um
153Gd-Microspheres (MS) in the left atrium for arterial distribution. AAR and
final infarct size (IS) were determined by histochemical staining (TTC),
MIBI and MS uptake by planar imaging on gamma camera.

We found that MIBI defect (21% of left ventricle (LLV)) was not significantly
differed from AAR (25% of LV) (p=0.30) but larger than perfusion defect
studied by MS (77.3% of LV) (p=0.0001).

CONCLUSION: In a porcine model of myocardial infarction, MIBI
administered 120 minutes after reperfusion delineates AAR and
overestimates myocardial perfusion defect.

These results suggest that MIBI distribution in post ischemic myocardium is
influenced by other factors than myocardial perfusion. In vitro studies have
shown that MIBIs binding capacity to cardiomyocytes decrease when the
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mitochondrial calcium concentration increases, and when the mitochondrial
membrane depolarises. These physiological changes are known to mediate
reperfusion injury. Thus, the MIBI defects could in part be due to the
mitochondrial dysfunction seen in reperfusion injury.

PATIENT EXPERIENCES WITH NON-INVASIVE VENTILATION: A
GROUNDED THEORY STUDY IN PATIENTS WITH CHRONIC
OBSTRUCTIVE PULMONARY DISEASE

D. Sorensen?, K. Frederiksen?, T. Grafte2, K. Lomborg*
1School of Public Health, Aarhus University, 2Randers Regional Hospital

Aim and objectives: This paper gives a theoretical account of chronic
obstructive pulmonary patients’ significant patterns of behaviour and
strategies during treatment with non-invasive ventilation at the hospital.

Background: Strong evidence exists of the effect of non-invasive ventilation
but treatment success remains a huge challenge. Little attention has been
given to patient intolerance as a cause of treatment failure. A better
understanding of how patients manage non invasive ventilation may
contribute to improvement.

Design: A constant comparative classic-grounded theory study

Method: The data collection comprised sessions of qualitive participant
observation during treatment with 21 patients in non-invasive ventilation
and semi structured interviews with 11 patients after treatment completion.

Findings: Patient behaviour spanned a continuum of three behavioural
approaches: the accepter, the doubter and the avoider. In spite of these
different approaches all participants managed their fear of escalating
discomfort by striving towards comfort and wellbeing. This process involved
two separate strategies forming a dynamic whole and being integral to the
process 1) Personalizing through participation using knowledge and using
habits 2) Controlling discomfort through perseverance and self-comforting
behaviour.

Conclusions: This study offers a robust account of patients’ persistent
striving towards comfort and well-being throughout non-invasive ventilation
and their deploying of strategies to manage.

PULMONARY HYPERTENSION IN INTERSTITIAL LUNG DISEASE AND
CHRONIC OBSTRUCTIVE LUNG DISEASE — NT-PROBNP AND IMPACT
ON FUNCTIONAL CAPACITY

C.U. Andersent, S. Mellemkjzerz2, J.E. Nielsen-Kudskz2, E. Bendstrup3, O.
Hilbergs 3, U. Simonsen?

Institute of Biomedicine, Aarhus University, 2Dept of Cardiology, Aarhus
University Hospital, 3Dept. of respiratory diseases and allergology, Aarhus
University Hospital

Pulmonary hypertension (PH) worsens the prognosis in interstitial lung
disease (ILD) and chronic obstructive lung disease (COPD). The aim of this
study was to investigate NT-proBNP as a diagnostic marker for PH, and to
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assess the impact on functional capacity of PH in ILD and COPD.

Based on echocardiographic screening, and right heart catheterization if
possible, the presence of PH was established. ROC analysis of NT-proBNP to
detect PH was performed in out-patients with ILD, and the result was tested
in new ILD patients and patients with COPD. The impact of PH on 6 minute
walk test (6MWT) corrected for lung function, age sex and BMI was
assessed.

Results (mean+SEM): In out-patients with ILD (n=143), the optimum NT-
proBNP cut-off for exclusion of PH was 95 ng/1. Applying this finding in new
ILD (n=65) and COPD patients (n=116), NT-proBNP values below 95 ng/1
ruled out PH with a negative predictive value of 100%. 42+6 % and 31+ 4%
of new ILD- and COPD patients, had values below 95 ng/1, respectively.

In patients with ILD (n=208), the presence of PH (n=30) reduced the
6MWT by 53+21 m (P=0.017) per se. In COPD patients (n=116), the
presence of PH (n=15) did not significantly reduce the 6mwt (difference =
55+42 m (P=0.2)) when corrected for the other variables.

Conclusion: a value of NT-proBNP below 95 ng/1 excludes the presence of
PH in ILD and COPD patients, and PH independently reduces the functional
capacity in ILD.

FARMING EXPOSURES PROTECT AGAINST NEW ONSET OF POLLEN
SENSITIZATION IN YOUNG ADULTS

G. Elholm1, O. Omlandz, T. Sigsgaard?, G. Doekes3, I. Basinas?, C. Hjort4,
P.M. Gronagers, V. Schliinssen?

1School of Public health, Aarhus University, Denmark, 2Clinic of
Occupational Medicine, Alborg Hospital, Arhus University Hospital, Alborg,
Denmark, 3Division of Environmental Epidemiology, Utrecht University,
Institute for Risk Assessment Sciences, Utrecht, Netherlands, 4Dept. of
Quality and Research, Regional Hospital of Viborg, Skive, Kjellerup, Viborg,
Viborg, Denmark, 5Research ALK Abell6, ALK Abelld, Hgrsholm, Denmark

Objectives

Farmers are exposed to a wide range of allergens and supposedly run the
risk of developing allergies. However, the prevalence of atopic sensitisation
has been reported to be low in farmers.

Aim

We aim to describe the relation between farm-related exposures and changes
in atopic sensitisation over time in young adults in The Danish Farming
Cohort (SUS).

Methods

The SUS cohort (n=1166) were examined twice with a 15 year follow-up
period. Specific IgEs against cat, birch, grass, HDM and storage mite
allergens were determined (ADVIA Centaur, ALK Abello ®). Sensitisation
was defined as sIgE>0.35 kU/L, and atopy was defined as sensitisation to
one or more of the 5 allergens tested for. Personal average yearly exposure to
endotoxin during the follow-up period was estimated from more than 500
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personal inhalable dust measurements and a farm-specific internal job
exposure matrix.

Results

New onset pollen sensitisation was negatively associated with current
farming status, exposure to animals, dust and endotoxin in a dose dependent
manner (Table 1). The Farming exposures showed a significant and strong
protective effect against new onset of pollen sensitisation.

Conclusion

These analyses suggest exposures in the farming environment to have a
significant protective effect against new onset of pollen sensitization in
young adults.

A RANDOMISED CONTROLLED TRIAL OF HOSPITAL-BASED CASE
MANAGEMENT TO IMPROVE CANCER PATIENTS’ SELF-RATED
QUALITY OF LIFE

C. Wulffi, P. Vedsted!, P. Laurberg?, P.C. Rasmussenz2, J. Sendergaards

The Research Unit for General Practice in Aarhus, Institute of Public
Health, Aarhus University, 2Surgical Department P, Aarhus University
Hospital, 3The Research Unit for General Practice in Odense, Institute of
Public Health, University of Southern Denmark

Introduction:Case management (CM) is increasingly used to improve both
system and patient aspects of cancer care. CM is conducted by a nurse, the
case manager, whose task is to function as a consistent, pro-active, and
cross-disciplinary member of the health care team. However, evidence of CM
effectiveness is vaguely established. We tested the hypothesis that CM could
improve cancer patients’ self-rated quality of life.

Methods: Randomised controlled trial. Bowel cancer patients at Surgical
Department P, Aarhus University Hospital, were randomised 1:1 to either
the CM intervention or the control group.

The CM intervention followed detailed protocol describing the pro-active
patient contacts and when to pass on information to other health
professionals etc. Control group patients had usual support from health
professionals including statutory contact persons.

The EORTC QLQ-C30 was used to assess quality of life at baseline, at eight
and 30 weeks after randomisation. The primary endpoint was global quality
of life. Secondary endpoints were the five functioning subscales. Estimated
sample size was 280 patients. Analysis of covariance was used to compare
the two groups at each follow-up.

Results: 140 patients were randomised to each group. Follow-up was 88% at
eight weeks and 79% at 30 weeks. Drop-out, non-response and missing
scales were equal in the two groups.

We found no statistical significant group difference on any subscale at eight
or 30 weeks.

Discussion: An explanation for the negative findings could be that
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frustrations caused by insufficient information and support have lower
impact on quality of life compared with adverse treatment effects and
survival concerns.

INVOLVEMENT OF KCNQ K+ CHANNELS IN HYPOXIC
VASODILATATION IN PORCINE CORONARY ARTERIES

E.R. Hedegaard!, B.D. Nielsen®2, A. Kuni, A. Hughes3, C. Kroigaard., S.
Mogensen?, O. Frobert® 4, U. Simonsen?

1Department of Biomedicine, Aarhus University, 2Department of
Rheumatology, Aarhus University Hospital, 3Clinical Pharmacology, NHLI
Division, Faculty of Medicine, Imperial College London,UK, 4Department of
Cardiology, Orebro University Hospital, Sweden

Purpose: The aim was to investigate the mechanisms behind the vasodilation
seen in response to acute hypoxia in porcine arteries. We hypothesized that
hypoxia results in K+ channel opening in porcine large coronary arteries
thereby leading to vasorelaxation.

Experimental approach: Porcine left anterior descendent coronary artery
segments without endothelium were mounted in myographs for isometric
tension recording. Functional studies examining the influence of K+
channels were performed and the presence of K+ channels was examined by
PCR and immunoblotting.

Key results: In prostaglandin F.q (PGF.a)-contracted artery relaxations
induced by gradually reducing oxygen from 95% to 1% were more
pronounced than in 30 mM K+-contracted arteries. The hypoxic relaxation in
PGF.q-contracted arteries were inhibited by: TEA, a non-specific potassium
channel blocker; by iberiotoxin, a blocker of large-conductance calcium-
activated K+ channels; by 4-aminopyridine, a blocker of voltage-dependent
K+ channels; by glibenclamide, a blocker of ATP-sensitive K+ channels; but
the largest effect was seen by XE991 and linopirdine, blockers of the KCNQ1-
5 channels, while no effect was seen by chromanol 293B, a blocker of
KCNQ1. KCNQ1, KCNQ4, KCNQ5 and the large-conductance calcium-
activated BKc, channels were expressed in porcine coronary arteries.

Conclusion: Our findings suggest that hypoxia induces K+ channel opening
in isolated porcine coronary arteries. The effect is mainly mediated through
KCNQ channels, which for the first time has been identified in porcine
coronary arteries.

HETEROZYGOUS HSP6o KNOCK-OUT MICE REPRESENT A MODEL OF
HEREDITARY SPASTIC PARAPLEGIA TYPE 13

R. Magnonit, J. Palmfeldt:, M. West2, E.M. Fiichtbauers, J.H. Christensen4,
T.J. Corydon4, P. Bross!

1Research Unit for Molecular Medicine, Institute of Clinical Medicine,
Aarhus Univ. Hospital, 2Institute of Anatomy, 3Institute of Molecular
Biology, 4Department of Human Genetics

Mitochondria are the primary energy-generating system in the cell and they
are involved in many catabolic and anabolic metabolisms. In particular,
neuronal health relies strongly on mitochondrial functionality and integrity.
Molecular chaperones and proteases form an efficient protein quality control
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system that maintains the activity of mitochondria. Among those proteins
Hsp60 exerts a crucial role in folding and maintenance of mitochondrial
proteins and its role is necessary for cell survival in yeast and mice.
Mutations in Hspdi, the gene encoding for HSP60, are associated with a
dominantly inherited form of spastic paraplegia. Hspd1 heterozygous mice
show motor impairment and neurodegeneration that become evident at 12
months of age at the rotarod test, and this is associated with abnormal
extension reflex of the hindlimbs and a clasping tendency that correlates
with myelin abnormalities in both central and peripheral nervous systems
and an increase of carbonylated proteins in mitochondria. Lack of functional
Hsp60 has a deep effect on mitochondrial morphology and metabolism. Big
mitochondria with abnormal cristae are detected in axons in the spinal cord
and sciatic nerve, indicating a crucial role in neurons. In addition, Sod2
protein levels are decreased and its activity reduced in neuronal tissues.
These findings point out that oxidative stress may play a key a role in the
disease pathogenesis and that myelin could be a primary target of damage.
However, decreased abundance of other substrate proteins of Hsp60 may
interfere with various mitochondrial metabolic pathways, leading to
mitochondria dysfunctions specifically in neurons.

AUTOIMMUNE DISEASES AND SEVERE INFECTIONS AS RISK
FACTORS FOR DEPRESSION

M.E. Benros!, B.L. Waltoft, M. Nordentoft?, S.D. Ostergaards, P.B.
Mortensen?

National Centre for Register-based Research, Aarhus University,
2Psychiatric Hospital Copenhagen, Copenhagen University, 3Psychiatric
Hospital, Aarhus University Hospital

Objective: Depression is a frequent co-morbidity in many chronic diseases
and the development of depressive symptoms has been linked to
inflammation. Inflammation and infections can increase the permeability of
the blood-brain barrier opening the possibility that immune components
may affect the brain. We therefore investigated whether autoimmune
diseases and severe infections can increase the risk of depression.

Method: Nationwide population-based registers were linked and data were
analyzed as a cohort study using survival analysis techniques. All analyses
were adjusted for calendar year, age and sex. We used incidence rate ratios
(IRRs) and accompanying 95% confidence intervals (CIs) as measures of
relative risk.

Results: A prior autoimmune disease increased the risk of depression by
45% (IRR=1.45; 95% CI=1.39-1.52). Any history of hospitalization with
infection increased the risk of depression by 64% (IRR=1.64; 95% CI=1.61-
1.66). The risk of depression was increased in a dose-response relationship,
where five or more infections were associated with an IRR of 4.80 (95%
CI=3.81-6.04). The risk of depression was highest with the proximity of the
last infection but remained significantly elevated if the last infection had
occurred more than fifteen years before. Hospital contact with an
autoimmune disease had occurred in 5% of cases and hospital contact with
infection had occurred in 32% of cases before the depression diagnosis.

Conclusions: Autoimmune disease and the number of infections requiring
hospitalization are risk factors for depression. The increased risk is
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compatible with an immunological hypothesis for subgroups of patients with
depression.

SELECTION OF LOWEST INSTRUMENTED VERTEBRA IN DIFFERENT
TYPES OF ADOLESCENT IDIOPATHIC SCOLIOSIS

Y. Wang, C.E. Bunger, E.S. Hansen
Department of Orthopaedic Surgery, Aarhus University Hospital NBG

Background. Fusion extent selection is crucial for scoliosis surgeries because
it is highly correlated with postoperative outcomes. Inappropriate selections
can result in decreased lumbar mobility, correction loss or spinal imbalance.

Methods. We performed a series of studies based on a 2-year radiographic
follow-up of 278 AIS patients. We investigated how the deformities
responded to the surgeries and discussed how to improve the surgical
outcomes by carefully selecting fusion extent.

Results and Conclusions.

1. In Lenke 1A type scoliosis, the selection of LIV is highly correlated with the
presence of distal adding-on; choosing DV as LIV may provide the best
outcome as it not only prevents adding-on but also conserves more lumbar
motion.

2. Selective thoracic fusion is prone to cause leftward spinal imbalance in
Lenke 1C scoliosis patients. Postoperative spinal alignment remodeling can
enable some patients to regain spinal balance. Both LIV selection and ratio
of MT: TL/L curve were found to be highly correlated with the onset of
postoperative trunk shift in Lenke 1C scoliosis. When the ratio of MT: TL/L
Cobb angle > 1.3 and Pre-op LIV-CSVL distance>0, postoperative trunk shift
is unlikely to occur.

3. In Lenke 3C and 6C scoliosis, post-op lumbar curve behaviour differs due
to different choices of LIV with reference to LAV. Although the greatest
correction occurs when the LIV is below the LAV, choosing LAV as LIV can
still be the optimal option in certain cases.

INFLUENCE OF EMOTIONALLY-LOADED VISUAL AND GUSTATORY
STIMULI ON EXPERIMENTAL JAW-MUSCLE PAIN.

E. Horjales 3, N.B. Finnerup* 3, T.S. Jensen? 2 3, P. Svensson3: 4

1Danish Pain Research Center, Aarhus University Hospital, 2Dept of
Neurology , Aarhus University Hospital, SMINDLab, Center of Functionally
Integrative Neuroscience, Aarhus University Hospital, 4Department of
Clinical Oral Physiology School of Dentistry, Aarhus University

Previous studies have focused on the effect of negative emotions generated
by music, pictures or odours on pain perception. This study tested whether
emotionally-loaded visual and gustatory stimuli could influence
experimental tonic jaw muscle pain in healthy subjects. To this 32 healthy
subjects (16 men, 16 women; 18-39 years old) participated. In two sessions
experimental jaw muscle pain was evoked by injection of 0.2 ml hypertonic
saline into the masseter muscle. In the first session with each injection an
emotion (positive, negative or neutral) was generated by visual stimuli. In
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the second session, emotions were generated by gustatory stimuli. The
participants continuously rated pain intensity (electronic visual analogue
scale - VAS) as well as mood and unpleasantness/pleasantness of the
conditioning stimuli (visual/gustatory).

Hypertonic saline evoked moderate levels of pain in all subjects (mean peak
VAS = 5.2 +/- 2.4). During conditioning with negatively-loaded pictures VAS
pain scores were increased (19.3%) compared with neutral (p=0.03) and
positive emotions (p=0.001). There was a linear relation between negative
emotions and VAS pain scores (r=0.40, p=0.02). Although there was a
tendency, no significant effect was observed during positive pictures in
comparison with neutrals (p=0.1). Surprisingly no effect on VAS pain scores
was observed during neither negative (p=0.1) nor positive (p=0.2) gustatory
stimuli. This may be due to failure of the gustatory stimuli to generate a
change in emotions. These results suggest that not all conditioning stimuli
are potent modifiers of emotions, which seem to be a prerequisite for effects
on pain perception.

THE IMPACT OF INTENSIVE TREATMENT VERSUS ROUTINE CARE ON
CARDIAC AUTONOMIC NEUROPATHY. THE ADDTION-DENMARK
STUDY

M. Charlest, J. Fleischer2, D.R. Witte3, N. Ejskjaer2, K. Borch-Johnsen4, T.
Lauritzent, A. Sandbaek!

1Dept. of General Practice, School of Public Health, Aarhus University, 2Dept
of Endocrinology, Aarhus University Hospital, Denmark, 3Steno Diabetes
Center, Gentofte, 4Research Center for Quality in Health Care, University of
Southern Denmark

Objectives: It is unknown whether Cardiac Autonomic Neuropathy (CAN)
can be prevented among patients with screen detected type 2 diabetes. We
studied the impact of multifactorial treatment in general practice on CAN in
a population with screen detected diabetes.

Methodology: In 190 general practices 1533 patients were identified with
type 2 diabetes through a stepwise screening program. Before initiation of
the screening programme practices were randomized to apply either
intensive target driven multifactorial treatment (IT) or to give routine care
(RC) according to national guidelines. At follow-up 701 patients in 3 centres
were tested for CAN according to a standardized protocol. Presence of one
abnormal test out of three was defined as early CAN. Logistic regression,
accounting for the cluster design, was used to calculate the odds ratio for
early CAN by treatment group.

Findings: The prevalence of early CAN in the RC group was 27.3% (CI95%:
22.1; 32.5) compared to 24.8% (20.6; 29.0) in the IT group. The odds ratio
for early CAN in the IT group compared to the RC group was 0.88 (0.61;
1.27).

Conclusion: We did not find that intensive multi-factorial treatment versus
routine care in general practice led to a statistically significant difference in
the prevalence of CAN. The prevalence of early CAN in a population with
screen detected diabetes was high, indicating that this complication deserves
clinical attention also among those with a recent diagnosis of type 2
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DANISH PATIENTS: A NATIONWIDE COHORT STUDY.
R. Erichsen, L. Pedersen, H.T. Sorensen
Department of Clinical Epidemiology, Aarhus University Hospital

Introduction: Almost all colorectal cancers (CRCs) develop from normal
mucosa through adenomatous polyps within an estimated 10 year period.
Polyp resection can arrest this development. Even so, some CRCs arise
within 5 years of colonoscopy (interval CRCs). These cancers could represent
missed lesions at colonoscopy or arise from insufficiently resected polyps,
but may also represent highly aggressive and rapidly growing tumors with a
poor prognosis.

Methods: We conducted a population-based nationwide cohort study (2000-
2006) using Danish registries to investigate the prognosis after interval CRC
— CRCs diagnosed 1-5 years after colonoscopy. Sporadic CRCs were defined
as those with no colonoscopy (except for the diagnostic) prior to diagnosis.
We estimated survival using the Kaplan Meier method and used Cox
regression to compute mortality rate ratios (MRR) and associated 95%
confidence intervals (95%CI) comparing interval with sporadic CRC,
adjusting for age, gender, cancer site, stage, and comorbidities.

Results: We identified 587 interval CRCs and 24,446 sporadic CRCs. Interval
CRC patients were older (74 vs. 72 years); more likely to be female (52% vs.
48%), to have comorbidities (58% vs. 44%), and right-sided lesions (36% vs.
22%); but were less likely to be metastatic at diagnosis (16% vs. 21%). One
year survival was 69% in interval CRC patients and 70% in sporadic CRC
patients corresponding to an adjusted 1 year MRR of 0.88 (95% CI 0.76,

1.0). After 5 years survival was 40% and 42%, respectively, corresponding to
an adjusted MRR of 1.1 (95%CI 0.95, 1.3).

Conclusion: Our results do not indicate that interval CRCs have a markedly
poorer prognosis than sporadic CRCs.

SORTILINS IN NEUROPATHIC PAIN
M. Richner, C.B. Vaegteri, O.J. Bjerrumz, A. Nykjaer+

1Department of Biomedicine, Aarhus University, 2Faculty of Pharmaceutical
Sciences, University of Copenhagen

The molecular mechanisms underlying neuropathic pain are still
incompletely understood. Upon peripheral neuronal injury, activated
microglia release brain-derived neurotrophic factor (BDNF) in the spinal
cord stimulating neuronal TrkB, which through unknown signalling
pathways leads to reduced neuronal potassium-chloride co-transporter 2
(KCC2) levels.

Sortilin is known to regulate neuronal Trk receptor trafficking and
signalling. We therefore speculated whether Sortilin deficiency might
influence neuropathic pain development. Wild-type (wt), Sortilin knockout
mice (Sort1/-) and knockout mice of the Sortilin related receptor SorCS2
(SorCS2-/-) were examined in the spared nerve injury (SNI) model. Whereas
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wt mice developed profound hypersensitivity towards tactile stimulation
(mechanical allodynia), Sort1/- and SorCS2-/- mice were partially and fully
protected, respectively. In addition, intrathecal injection of antibodies raised
against Sortilin or SorCS2 at the time of SNI surgery inhibited development
of mechanical allodynia in wt mice for 2-3 days and was furthermore able to
rescue wt mice from mechanical allodynia to a level identical to the knockout
animals when injected one week after SNI surgery. Finally, intrathecal
injection of BDNF induced mechanical allodynia in wt mice, whereas Sort1-/-
and SorCS2-/- mice were resistant.

As we found no changes in microglia activation or BDNF levels in Sort1-/-
and SorCS2-/- spinal cord compared to wt upon SNI, we hypothesize that
Sortilin and SorCS2 are involved in neuropathic pain development by
regulating TrkB targeting or downstream signalling in spinal cord sensory
neurons.

BRAIN DEATH CAUSES HYPERCOAGULATION - AN EXPERIMENTAL
PIG STUDY

C.L. Huas?, C. Fenger-Eriksen?, B. Serensen?, E. Tonnesen!

1Department of Anaesthesiology and Intensive Care, Aarhus University
Hospital, 2Haemostasis Research Unit, Guy’s and St. Thomas’ Hospital,
London, UK.

Background: Coagulopathy associated with brain injury represents a serious
complication, and severe increased intracranial pressure has been linked to
hypercoagulation. There is a high prevalence of pulmonary thrombi in lungs
rejected for transplantation, suggesting hypercoagulation and thrombosis as
the pathogenesis.

Hypothesis: Brain death causes hypercoagulation and microvascular
thrombosis.

Methods: Twenty animals were randomized to either brain death or control,
and observed for 8 hours after brain death. Outcome variables:
Thrombelastometry (ROTEM), thrombin generation (CAT), plasma clotting
time and standard coagulation parameters (APTT, Prothrombin time,
Protein C, Antithrombin, D-dimer). The kidneys were examined for
microvascular thromboses.

Results: Brain death induced maximum hypercoagulation following 60 mins
as demonstrated by ROTEM (reduced clotting time, increased maximum
velocity), CAT (reduced lag time, increased peak thrombin), as well as
reduced plasma clotting time. All functional coagulation parameters
returned to baseline levels 180 minutes after brain death. No thromboses
were found in the kidneys. Hypercoagulation was associated with reduced
levels of Protein C.

Conclusion: Brain death causes sudden but temporary hypercoagulation,
but leaves no microvascular thromboses in the kidneys. The change in the
levels of Protein C suggests that the Protein C pathway is linked to this
hypercoagulation.

ACUTE KIDNEY INJURY (AKI) IN RATS WITH PRE-EXISTING CHRONIC
KIDNEY DISEASE (CKD) INDUCES A MAJOR INCREASE IN PRO-
INFLAMMATORY CYTOKINES (IL-1[BETA], IL-6) AND CHEMOKINES
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(RANTES, MCP-1) IN KIDNEY AND LUNG

M. Skottt 2, R. Norregaard 3, H. Birke-Sorensens, J. Poulsen4, T.H. Kwons:
2 J. Frokiaer2 3, S. Nielsen?® 2

1Department of Biomedicine, Aarhus University, 2The Water & Salt Center,
Aarhus University, sInstitute of Clinical Medicine, Aarhus University,
4Research Unit for Molecular Medicine, Aarhus University Hospital, Skejby,
5Department of Biochemistry and Cell Biology, School of Medicine,
Kyungpook National University, Taegu, Korea.

AKI in patients with pre-existing CKD have increased co-morbidity and
mortality. Although it is well established that AKI is associated with a major
increase in pro-inflammatory cytokines and chemokines, it is unknown to
which extent AKI in pre-existing CKD leads to changes in the expression of
pro-inflammatory cytokines/chemokines. The aim of this study was to assess
the changes in the expression of pro-inflammatory cytokines and
chemokines in kidney and lung in response to AKI in rats with pre-existing
CKD.

CKD was induced by 5/6 nephrectomy (5/6 Nx) for 6 weeks. AKI was
induced by intestinal ischemia for 45 min followed by reperfusion for 9o min
(IT/R): 1) Nx+II/R; 2) Sham Nx+II/R; 3) Nx+Sham II/R; 4) Sham Nx+Sham
II/R, 5) controls. Cytokines/chemokines were measured in homogenized
whole kidney and lung preparations with LuminexTM 100.

S-Cr increased significantly in response to II/R:from 66.2[plusmn]7.3 to
88.9[plusmn]8.3 in Nx rats, resp., and from 32.0[plusmn]o.7 to
54.7[plusmn]2.9 in Sham Nx rats. The levels of IL-1[beta], IL-6, RANTES,
and MCP-1 in lung and kidney, were significantly higher in rats undergoing
II/R compared to sham II/R. Important also is that the 5/6 Nx rats II/R
induced a significant increase in IL-1[beta], IL-6, RANTES, and MCP-1
expression in kidney and lung compared to sham 5/6 Nx. Morever, the
response was even more pronounced in the 5/6 Nx compared to the
response in sham 5/6 Nx rats.

The results demonstrate a significant increase in pro-inflammatory
cytokines and chemokines in response to AKI in rats with pre-existing CKD.

COMORBIDITY IS A STRONG PREDICTOR OF OVERALL SURVIVAL IN
HEAD AND NECK CANCER: RESULTS FROM A POPULATION BASED
STUDY ON 11,056 RADIOTHERAPY-TREATED HEAD AND NECK
CANCER PATIENTS

C.R. Bogje, J. Overgaard
Dept. of Experimental Clinical Oncology

Background: Head and neck cancer (HNC) patients may suffer from
comorbidity due to smoking habits and high age. Comorbidity may impact
treatment decisions and outcome and consequently prognosis. The purpose
of this study was to 1) describe the prevalence and type of comorbidity in a
large cohort of HNC patients and 2) to investigate the prognostic impact of
comorbidity on survival for HNC patients treated with primary radiotherapy
(RD).

Materials and methods: The DAHANCA database contains information on
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all HNC-patients in DK and we included all patients treated with primary RT
from 1992 to 2007, a total of 11,056 patients. Data on comorbidity was
obtained from the National Patient Registry and adapted to Charlson
Comorbidity Index (CCI).

Results: Median age was 62 years, 73% were males and 43% had
comorbidity at time of diagnosis. The prevalence of the most common
comorbidities was: other prior cancers (16%), cardiovascular diseases (10%),
cerebrovascular diseases (10%), and chronic pulmonary diseases (9%).
Increasing age was significantly associated with increasing CCI score. In
multivariate analysis comorbidity was statistically associated with overall
survival with a HR 1.55 [95% CI 1.42; 1.69] for patients with CCI score 2+.
Only a prior cancer, liver- and ulcer-disease was individually significantly
associated with poorer OS.

Conclusions: Comorbidity is common among HNC-patients. Comorbidity is
a strong predictor of OS and the impact is comparable to the impact of
tumor-size and nodular metastasis. Comorbidity will be of increasing
importance as the population becomes older and should therefore be
considered and incorporated in prognostic staging of patients with HNC.

TUMOR-SPECIFIC METHYLATION IN URINE: A PROMISING
BIOMARKER FOR EARLY DETECTION OF BLADDER TUMOR
RECURRENCE

T. Reinert!, M. Borre2, T.F. Orntoft, L. Dyrskjot!

1Department of Molecular Medicine, Aarhus University Hospital, Skejby,
2Department of Urology, Aarhus University Hospital, Skejby

Purpose: Non muscle invasive bladder cancer (NMIBC) has the highest
recurrence rate of any malignancy. As many as 70% of patients experience
relapse. Aberrant DNA methylation is present in all bladder tumors and can
be detected in urine specimens. In a previous study we identified a number
of DNA methylation markers that showed significant diagnostic value. Here
we evaluated the significance of the biomarkers for early detection of
recurrence.

Experimental Design: The methylation levels of VIM, TWIST1, ZNF154,
POU4F2, HOXA9, and EOMES in urine specimens were measured by
MethyLight. We analyzed 665 urine specimens from 240 patients with
NMIBC (192 incident cancer and 384 control visits) and 45 control-matched
individuals with no bladder malignancies. Recurrence was diagnosed by
cystoscopy and biopsies performed during cystoscopy.

Results: We searched for significant differences in methylation levels of
VIM, TWIST1, ZNF154, POU4F2, HOXA9, and EOMES in urine specimens
from patients with bladder tumor recurrences compared to patients with no
recurrences. Data is being generated now and sensitivity and specificity
values of the markers will be presented at the meeting.

Conclusions: Based on previous studies, gene methylation of VIM, TWIST1,
ZNF154, POU4F2, HOXA9, and EOMES in urine specimens is expected to be
promising biomarkers for bladder cancer recurrence with higher sensitivity
than cytology. We expect the methylation profiles to be similar in primary
tumors and recurrences and combination of markers to be able to predict
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subsequent tumor recurrences with a high sensitivity.

RESISTANCE TRAINING AND DIETARY SUPPLEMENTS AS
INTERVENTION FOR REGAINING MUSCLE MASS FOLLOWING
RADIOTHERAPY IN HEAD AND NECK CANCER PATIENTS

S. Lonbro® 2, K. Overgaard?, U. Dalgas?, H. Primdahl3, J. Overgaard:

1Dept. of Experimental Clinical Oncology, Aarhus university, 2Dept. of Public
Health, Section for Sport Science, Aarhus University, 3Dept. of Oncology,
Aarhus University Hospital

Background: Post treatment, head and neck cancer (HNC) patients (pts)
often experience a large loss of body mass (around 10%) - mainly muscle
mass. This is an independent mortality predictor and lowers muscle strength
and functional capacity (FC). Progressive Resistance Training (PRT) is most
effective in regaining these parameters. Protein (P) and Creatine (Cr) can
enhance the positive effects.

Aims: 1) Do HNS pts tolerate PRT + P and Cr, 2) what are the effects on lean
body mass (LBM), muscle strength and FC.

Methods: 30 HNC patients are randomly assigned into two groups. During
week one Group 1 completes an oral Cr loading regime. Group 2 ingests
placebo. In the following 12 weeks, Group 1 completes a PRT protocol + P
and Cr suppl., and Group 2 completes the same PRT + placebo suppl.
Treatment induced loss of body weight is recorded. At baseline and pre and
post the 12 weeks of PRT, LBM, muscle strength and FC are evaluated.
Preliminary results: At abstract deadline 17 pts have completed the protocol,
4 pts are ongoing, 9 pts have dropped out (7 before training with causes
unrelated to intervention). To uphold the blinding process, the two groups
are pooled in the preliminary analyses. We report a treatment induced mean
loss of body weight of 11% (9.5 kg). This remains unchanged following
intervention, but LBM increases 5% (2.7 kg), muscle strength increases 30%
(49N-m) and 32% (27N-m), respectively. 30 s sit-to-stand and 30 s arm curl
capacity increase by 26% (5 reps) and 23% (5 reps), respectively. Conclusion:
We report only two drop outs related to intervention. Thus, HNC pts do
tolerate PRT + P and Cr and it has a positive effect on LBM, muscle strength
and FC.

EVOLUTION OF STREPTOCOCCUS PNEUMONIAE INTO GENETICALLY
DISTINCT SUBPOPULATIONS

M. Bek-Thomsen!, L. Papazisiz, K. Poulsen!, S. Peterson2, M. Kilian*

1Department of Biomedicine, Aarhus University, 2Pathogen Functional
Genomics Resource Center, J. Craig Venter Institute, Rockville, USA

Streptococcus pneumoniae is a leading cause of invasive disease and
respiratory-tract infections in children, elderly and immunocompromised
individuals. S. pneumoniae is an opportunistic pathogen that normally
colonizes the nasopharynx asymptomatically in young children. Differences
in virulence and disease potential between pneumococcal strains are poorly
understood. In general, S. pneumoniae is characterized by extensive
recombination resulting in blurring of distinct evolutionary lineages.
Nevertheless, preliminary analyses based on all known multilocus sequence
types (STs) of this species demonstrate the existence of distinct evolutionary
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clades. The present study investigates the existence of functionally and
genetically distinct evolutionary lineages within S. pneumoniae with
differences in virulence and disease potential. 109 clinical S. pneumoniae
strains, representing various genetic backgrounds and serotypes were
examined by multilocus sequence analyses (MLSA) and characterized by
Comparative Genome Hybridization (CGH) by use of a “pan-genome” micro-
array designed from public available genome sequences of S. pneumoniae, S.
mitis and S. oralis. Based on preliminary results all strains were separated
into two distinct clades by hierarchical clustering of our CGH data. The
pathogenicity island harboring the pneumococcal serine rich protein (psrp)
was exclusively associated with clade I. We do not find any correlation
between major linages of MLSA trees and hierarchical clustering based on
CGH data. In conclusion CGH based analyses will help to identify genetic
features of S. pneumoniae relevant to virulence and disease. New vaccine
candidates may be revealed.

INVESTIGATION OF MEGALIN, CUBILIN AND AMNIONLESS IN
HUMAN PLACENTA AND THEIR STRUCTURAL, FUNCTIONAL AND
MECHANISTIC ROLE IN MATERNAL/FETAL TRANSPORT

T. Kjeergaard:, E.I. Christensent, T. Stormi, N. Uldbejrg2?, K.P. Sandagerz,
M. Madsen*

[nstitut of Biomedicin, Aarhus University, 2Department of Clinical Medicine
- Obstetrics and Gynaecology, Aarhus University Hopital, Skejby

During the human pregnancy, the placenta, a highly specialized organ, has a
verity of important functions supporting normal growth, development and
protection of the fetus. Little is known about the specific cellular
mechanisms involved in the transport and catabolism of the macromolecules
transported across the placenta. The three proteins, megalin, cubilin and
amnionless (AMN), are known for their function in the kidney, where they
re-absorb a panel of different ligands via receptor-mediated endocytosis.
Other expression sites have been mentioned for megalin, cubilin and AMN,
e.g. placenta. However, their function and structural characteristics in the
human placenta are unknown. Studies of cubilin and megalin in rodents
indicate that they both play an important role in embryonic development, a
least in rodents. However, rodent and human pregnancies are basically very
different. Therefore, the aim of this study is to characterize the structure,
function and mechanistic role of megalin, cubilin and AMN in human
placenta.

Preliminary results indicate the presence of megalin and cubilin mRNA and
protein in human term placenta. So far, only the presence of AMN mRNA
has been detected in term human placenta. Initial immunohistochemical
studies show megalin and cubilin in term human placenta in
syncytiotrophoblastic cells. The cellular localization needs to be further
investigated e.g. by electron microscopy. Functional studies of megalin,
cubilin and AMN in different placental cell lines will hopefully provide
insight to their involvement in endocytosis in this organ and their potentially
important role during human pregnancy.

REGULATION OF A NOVEL PHOSPHORYLATION SITE OF NCC AT
SERINE 124 BY VASOPRESSIN

L.L. ROSENBAEK', M.A. RASMUSSEN?, N. MACAULAY?, M.A. KNEPPERS3,
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The Water and Salt Centre, Department of Biomedicine, University of
Aarhus, Denmark, 2Cellular and Molecular Medicine, University of
Copenhagen, Denmark, SNHLBI, National Institutes of Health, Bethesda,
USA

Using large-scale LC-MS/MS-based phosphoproteomic profiling of
biochemically isolated membranes from the rat renal cortex, a novel
phosphorylation site in NCC was identified (Feric et al 2011). Bioinformatic
studies suggested the neighbouring S127 site as also highly likely to be
phosphorylated. Immunoblotting with a novel pS124-NCC antibody
demonstrated a band of ~160 kDa in the kidney cortex, but not medulla,
which was preabsorbed by a corresponding phosphorylated peptide.
Confocal microscopy with segment-specific markers localized pS124-NCC to
all DCT cells, with greater abundance in the early DCT. Double immunogold
electron microscopy with total NCC revealed that pS124-NCC was associated
predominantly with the apical plasma membrane of DCT cells, although
some labelling was associated with intracellular vesicles. Acute, but not long-
term, vasopressin treatment significantly increased pS124-NCC abundance
at the plasma membrane. Similar observations were apparent after rats were
fed a low salt diet. Kinase profiling assays using a synthetic peptide
corresponding to the region surrounding S124 against 24 protein kinases,
chosen based upon their potential to phosphorylate this region, showed
either weak or no significant activity. Immunoblotting and 3¢Cl uptake
studies of various NCC mutants in oocytes showed decreased activity of NCC
at the plasma membrane when replacing serine124 with alanine, thus
preventing phosphorylation at this site.

Feric, M., B. Zhao, J.D. Hoffert, T. Pisitkun & M.A. Knepper. (2011). Large-
scale phosphoproteomic analysis of membrane proteins in renal proximal
and distal tubule. American Journal of Physiology.Cell Physiology 300,
C755-70.

TARGETING CYTOSTATICS TO CD163-EXPRESSING HISTIOSARCOMA
CELLS IN XENOGRAFTED IMMUNODEFICIENT MICE

G.Q. Kristiansen?, S.K. Moestrup?, M. Hokland?, H.J. Moller2

Department of Biomedicine, Aarhus University, 2Department of Clinical
Biochemistry, Aarhus Sygehus, Aarhus University Hospital

CD163 is the macrophage scavenger receptor for uptake of haptoglobin and
hemoglobin. In addition to being expressed in monocytes/macrophages,
minor amounts of soluble CD163 circulates in plasma.

In the present study we have studied the effect of the cytotoxic drug
doxorubicin encapsulated in liposomes targeting CD163 in order to increase
efficacy and decrease side effects of the drug (increase therapeutic index). A
human CD163+* cell line, SU-DHL-1 was xenografted subcutaneously into
immunosuppressed NOD/scid mice and solid tumors were established in
82% of the mice. A two week treatment study with doxorubicin-liposomes
with anti-human CD163-antibodies linked to the liposomes showed
regression of the tumors but the effect was not significantly different from
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non-targeting doxorubicin-liposomes not targeting CD163. It is our
hypothesis that vascularisation in the tumor areas is too inadequate to
obtain an optimal tumor targeting in this xenograft model. Hence we are
now trying to establish a modified model where the tumor is grafted to the
peritoneal cavity in order to improve tumor cell accessibility of the
liposomes.

Instead of the physical measure of tumor growth as an endpoint, we, due to
expected improved exchange with the circulation, expect to be able to
monitor tumor growth biochemically by measuring the content of soluble
CD163 in plasma.

ACUTE LITHIUM ADMINISTRATION INCREASES WATER EXCRETION
THROUGH ACTIVATION OF MAP KINASES.

F. Trepiccionet, T. Pisitkun2, J.D. Hoffert?, R.A. Fenton!, S. Nielsen!, M.A.
Knepper2, B.M. Christensen?

11) Water and Salt Research Center, Department of Biomedicine,
Aarhus University, 22) Epithelial Systems Biology Laboratory, NHLBI,
NIH, Bethesda, MD

Acute lithium (Li+) treatment impairs the water permeability of the kidney
collecting duct.

Here we used a phosphoproteomic approach to detect the early molecular
targets of Li* in inner medullary collecting duct (IMCD).

Rats were treated with a gavage of either LiCl or NaCl (2.4 mmol/Kg of
BW). After 4 or 9 hours rats were killed and IMCD suspensions were
prepared. Phosphopeptides from IMCD isolated after 9 hours of Li*-
treatment were enriched by immobilized-metal affinity chromatography
(IMAC) and then analysed on a LTQ-Orbitrap LC-MS/MS system.

Nine hours after LiCl gavage, rats showed a significantly increased urine
volume and decreased urine osmolality (p<0.01 n=8). A total of 1222 unique
phosphopeptides were identified in 578 proteins. DAVID analysis of the
obtained phosphopeptide database highlighted a MAPK cluster of proteins.
In addition, phosphopeptides in the Li*-treated group with > 1.5 fold
increased abundance shared a common “proline-directed” kinase motif as
determined by Motif-X analysis, further evidence that MAP kinases may be
regulated by acute Li+. The phosphopeptides in this group included AQP2
phosphorylated at S261, a potential MAPK target.

Western blot analysis of IMCD isolated 4 hours after LiCl gavage showed
increased phosphorylation of p38 and ERK1/2. No changes were observed in
pS261-AQP2 and pJNK1/2 at 4 hours. After 9 hours of LiCl gavage pS261-
AQP2 and pS256-261-AQP2 were significantly increased, while no changes
in pS256-AQP2 or phosphorylated MAPKs were observed.

We conclude that MAPK pathways are an early target of Li+ action in IMCD
and the Li+-related polyuric effect may involve the associated increase in
pS261-AQP2.

PH-REGULATED INTRACELLULAR DELIVERY OF BIOACTIVE
SUBSTANCES TARGETED TO CD163 IN MACROPHAGES
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CD163 is a scavenger receptor exclusively expressed in
monocyte/macrophage lineage. Monocyte maturation into macrophages
leads to a highly increased surface expression of CD163 and inflammation
induces a further increase in CD163 expression. This makes the receptor an
interesting target for intracellular drug delivery and for this purpose we have
constructed liposomes targeting CD163 via an anti-CD163 antibody linked to
the liposome surface.

In an ongoing study we use different CD163-targeting liposomal
formulations in order to find the optimal conditions for intracellular drug
release in the endosomal/lysosomal pathway. By combining membrane-
forming lipids (DOPE, CHEMS, HSPC, cholesterol) with different pH-
dependent net-charges, we have established a panel of formulations with
different response to pH changes. Confocal microscopy analysis of the
intracelluar uptake and transport combined with a fluorometric assay are
currently carried out to evaluate the formulations in respect of their stability
and pH-dependent release of dye encapsulated in the liposomes.

GENERATION OF A ZEBRAFISH KNOCKDOWN MODEL FOR STUDIES
OF ABCC6 AS A POTENTIAL TRANSPORTER FOR CELLULAR EXPORT
OF VITAMIN B,,

M.R. Rasmussent, K. Kjaer-Sorensenz?, C. Oxvig2, E. Nexo3, S.K. Moestrup?

1Department of Biomedicine, Aarhus University, 2Department of Molecular
Biology and Genetics, Aarhus University, 3Department of Clinical
Biochemistry, Aarhus University Hospital

Vitamin B, (B,.) deficiency or abnormal B;, homeostasis in humans is a
common cause of hematological and neurological disorders. The
intercellular transport of the vitamin is essential for homeostasis. However,
in contrast to well-characterized receptor-mediated import of B,,, it has so
far been uncertain how the vitamin is exported from the cell.

We are currently searching among the ATP-binding cassette (ABC)
transporter family for proteins responsible for such export. So far, screening
of a panel of candidate transporters by cellular gene silencing has revealed
that the ABC transporter, ABCC1, alias multidrug resistance protein 1
(MRP1), plays a role in cellular B, efflux. ABCC1 is present in the basolateral
membrane of intestinal epithelium and in other cells. Data from this study
suggests, however, that there may be alternative B,, exporters, because B,
efflux from cells from ABCC1 knockout mice was not completely abolished.
Furthermore, B,, export is evident in locations in which ABCC1 is not
expressed.

The present study focuses on another ABC transporter, ABCC6, which is
interesting in terms of B,, export owing to its expression in the kidney from
which export of this vitamin is unascertained. To study transporter function,
the abce6a and abee6b genes were knocked down in zebrafish embryos by
means of morpholino oligonucleotide antisense technology. Knockdown of
the abcce6a gene induced a detectable phenotype. This indicates that the
ABCC6a protein may be important in zebrafish embryo development. This
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animal model will be studied in detail in future experiments in order to
investigate ABCC6 substrates and to elucidate whether B, is transported by
this protein.

NA+K*-ATPASE AMINO ACIDS INVOLVED IN TRANSPORT OF THE 3RP
SODIUM ION

R. Holm, A.P. Einholm, M.S. Toustrup-Jensen, J.P. Andersen, B. Vilsen
Department of Biomedicine, Aarhus University

Available evidence indicates that two of the three Na+ ions bound in the E1
form occupy approximately the same positions as the K+ ions in E2, but the
location of the third Na+* ion is unsolved. We have previously found a marked
decrease in Na* affinity for activation of phosphorylation in the human a3
mutant D923N, which is associated with RDP (Einholm AP et al. (2010)).
D923 is located in the cytoplasmic half of transmembrane helix M8 in a
putative transport channel between M5, M7, M8 and M10. The external K+
sites behaved wild type (wt)-like in the mutant, suggesting that D923 is
associated with the third Na+ ion. I have mutated several residues of the rat
a1 isoform related to the channel structure and have characterized the
effects on Na+ and K+ affinities and the E2-E1 and E1P-E2P conformational
transitions of the pump cycle. Mutation D928N of rat a1, equivalent to
D923N of human a3, shows a conspicuous reduction of apparent Na+
affinity without effect on external K+ affinity. D928L shows a large reduction
of apparent Na+ affinity, even though the E2-E1 conformational equilibrium
is shifted strongly in favor of the Na+ binding E1 form. Located deeper in the
channel than D923/928 is Q856. Mutants Q856A and Q856E exhibit >10-
and ~5-fold reduction of Na+ affinity, respectively, relative to wt, and the
Q856 mutants display wt-like interaction with K+ at the E2P sites, thus
supporting the hypothesis that the channel containing Dg23/928 and Q856
is a transport pathway for the third Na+ ion. I mutated C932 close to the
proposed channel inlet. C932F reduced Na+ affinity ~9o-fold. This fits into a
model, where the bulky phenylalanine prevents Na+ from entering the
channel.

POLYMORPHISMS IN INFLAMMATORY MEDIATORS - RELATION TO
DISEASE ACTIVITY IN B-CELL DISEASES

K.R. Nielsen, R. Steffensen?, H.E. Johnsen?

Dept. of Clinical Immunology, Aalborg Hospital, 2Dept. of Hematology,
Aalborg Hospital

Background and present status:

B-cells are regulated by a complex network of growth factors and
inflammatory mediators. Dysregulation of B-cell differentiation can result in
a broad spectrum of B-cell malignancies and autoimmune diseases. Genetic
polymorphisms in inflammatory response genes affect gene expression and
function, which can affect both immune regulation and tumor/host
interaction, facilitating proliferation of malignantly transformed B-cell
clones.

Hypothesis and aims:

We hypothesize, that genetic polymorphisms in selected inflammatory and
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immune modulating mediators can influence the inflammatory response.
The altered inflammatory host response may result in a micro environment
that facilitate the growth of malignantly transformed B-lymphocytes and
stimulates autoimmune diseases. The objective is to investigate the
relationship between 28 polymorphisms in inflammatory genes with overall
survival in B-cell-non-Hodgkin’s lymphoma (B-NHL), Hodgkin’s disease
and Multiple Myeloma and with disease activity in Rheumatoid Arthritis.

Material and methods:

A pilot study including 60 B-NHL patients were used to validate genotyping
methods. The present study includes 273 B-NHL patients, and 330 Myeloma
patients, 308 RA patients and 605 healthy controls. DNA is extracted from
whole blood or archival formalin-fixed, paraffin wax-embedded tissue taken
at biopsy. 28 SNP’s in selected inflammatory mediators are tested using
TaqMan genotyping assays. Single-gene, haplotype and genetic load data
will be used in multivariate survival analysis.

Deliverables: The main goal is to investigate genetic polymorphism in the
inflammatory system as prognostic biomarkers in B-cell diseases.

ISOLATION OF KIDNEY CONNECTING TUBULE CELLS USING
FLUORESCENT-ACTIVATED CELL SORTING

S.B. Poulsen, J. Praetorius, R.A. Fenton, B.M. Christensen
Department of Biomedicine, Aarhus University, Denmark

Background: In the kidney, the final salt reabsorption takes place in the
distal nephron [the distal convoluted tubule 2 (DCT2) and connecting tubule
(CNT)] and in the collecting duct. The CNT cells are crucial for the sodium
and potassium homeostasis. A population of CNT cells has, yet to date, not
been successfully isolated from whole kidneys.

Aim: Using mice, we want to isolate a cell population consisting mainly of
CNT cells. The mice will be subjected to long-term aldosterone
administration to study the regulation of transcripts in the CNT cells.

Methods: We use a transgenic mouse model expressing enhanced green
fluorescent protein (EGFP) in the DCT2, CNT, and initial cortical collecting
duct (iCCD). A single-cell suspension is produced by subjecting whole
kidneys to enzymatic digestion. The EGFP-positive cells are isolated using
fluorescent activated cell sorting (FACS). During the sorting, the green
fluorescent cells from the DCT2 and iCCD will be excluded, because they
have a different granularity and size compared to the CNT cells.

Results: The concentration of CNT cells in the whole kidney cell suspension
is ~2 %. After FACS sorting, we have increased the CNT cell concentration to
~90%.

Summary: Using transgenic mice, we have the tools to produce a cell
population consisting predominantly of CNT cells (~90%.). The transgenic
mice will be subjected to long-term aldosterone administration.
Aldosterone-regulated transcripts in the CNT cells will be identified by RNA
sequencing.
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P.M. Frandsen!, S.R. Paludanz, P.O. Schiotz!

1Pediatric dept, Aarhus University Hospital, 2Institute of medical
microbiology and immunology, Aarhus University

Introduction: The human mast cell is a central effector cell in the innate
immune response and plays a key role in the allergic inflammatory process.
Present studies are limited as mature mast cells are difficult to isolate from
human tissue in sufficient quantities.

Objectives: he aim of this study is to characterize some of the properties of
the mast cells. These include description of the reaction upon activation of
the FceRI receptor. We want to analyze the release of inflammatory
mediators.

Another objective is to characterize the profile of expressed miRNA in mast
cells from healthy individuals and patients with type-1 allergy. This will be
done by use of microarrays.

Methods: CD133* cells are purified from buffy coats and cultured for 7
weeks under defined conditions giving a homogenous culture of mature
mast cells.

The last ten days of the maturation period, the mast cells are cultured with
different concentrations of IgE before activation. The release of histamine
and PGD. is measured by commercial kits.

For characterization of miRNA profile, the mast cells are activated for 24
hours before purification of miRNA.

Results: The release of histamine from human mast cells is related to the
concentrations of IgE in the culture in a dose-dependent manner from 50
ng/ml — 5 pg/ml IgE. The total content of histamine in the mast cell is not
affected by the IgE concentration in the culture. The release of PGD. is not
affected by IgE in concentrations above 50 ng/ml. The amount of IgE
receptors (FceRI) on the surface of the mast cell were measured by flow
cytometry and the amount of receptor increased with increasing
concentrations of IgE.

Po1.11  Kristian STRUCTURAL AND FUNCTIONAL STUDIES OF THE HAPTOGLOBIN-
Stadkilde- HEMOGLOBIN RECEPTOR
Jorgensen

K. Stadkilde-Jorgensen, C. Brix Folsted Andersen, S. Kragh Moestrup
Department of Biomedicine, Aarhus University

Human African trypanosomiasis is a tropical disease endemic in Southern
Africa. It is caused by protozoan parasites of the genus Trypanosoma and it
is fatal if untreated. Humans and other primates have evolved innate
immunity to all but two of these parasite subtypes. This immunity arises as
the parasites are tricked into taking up a lethal compound via the
Trypanosoma brucei haptoglobin-hemoglobin receptor (TbHpHbR).
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TbHpHDR displays no sequence homology with proteins of known function,
thus leaving no clues as to its overall structure or how it binds its ligand - the
haptoglobin-hemoglobin complex. Using x-ray crystallography and
mutational studies, the present project seeks to elucidate the interaction
between TbHpHDbR and the haptoglobin-hemoglobin complex.

The paper will describe the expression and purification of TboHpHbR
together with the purification of haptoglobin-hemoglobin from both ascites
and blood plasma. Finally, the purification of TbHpHbR in complex with
haptoglobin-hemoglobin will be presented.

P2 RECEPTOR EXPRESSION PROFILE IN MOUSE THICK ASCENDING
LIMB

P.I.A. de Bruijn, R.D. Marques, H.A. Praetorius, J. Leipziger
Dept. of Biomedicine, Aarhus University

Extracellular ATP acts as an auto- and paracrine signaling molecule, which
stimulates different cellular functions. Its effect is mediated by the family of
purinergic receptors (P2) that are subdivided into metabotropic P2Y and
ionotropic P2X receptors. In the mouse genome 14 P2 receptors are
identified. P2 receptors are ubiquitously expressed in all renal epithelia and
commonly several P2 receptors are found in a single nephron segment. In
the mouse medullary thick ascending limb (mTAL) functional data suggests
the presence of several P2 receptors. In this project we performed a
comprehensive survey of all 14 mouse P2 receptors (7 P2Y and 7 P2X) in
mTAL. Methods: RT-PCR. For all P2 receptors, positive controls were
established from reference mouse tissues. As the mTAL segment comprises
~90% of the tissue mass in the inner stripe of the outer medulla (ISOM), we
used ISOM tissue to screen for the expression of P2 receptors in mTAL. We
found the following P2Y receptors: P2Y,, P2Ys, P2Y,,, P2Y,; and P2Y,,.
Furthermore, we identified the following P2X receptors in ISOM: P2X,,
P2X,, P2X;, P2X,, P2X; and P2X,. In the next step we micro-dissected single
mTAL tubules and repeated this analysis. An average of 5.5 mm of mTAL
length was sufficient to perform RNA extraction. The following receptor
mRNAs were identified in isolated mTALs: P2Y,, P2Ys, P2X,, P2X, and
P2X;. These results provide a comprehensive view of all P2 receptors
expressed in mouse mTAL. Previous and new functional data suggests a
physiological role of the P2Y, and the P2X, receptor. These data thus
complement the functional studies that investigate the role of purinergic
signaling in intact renal epithelium.

RESIDUAL &AMP;BETA;-CELL FUNCTION IN CHILDREN AFTER 3-6
YEARS OF DIABETES MELLITUS.

J.S. Serensen
Department of Pediatrics, Aarhus University Hospital

Background: The phenotype of diabetes mellitus (DM) in children is not
well-characterized. Generally, it is believed that -cell function is exhausted
after 1-2 years of Type1 DM. However, after 3 years with diabetes, some
children have well-controlled and easy regulated diabetes, which may partly
be due to residual -cell function.

Objective: To determine prevalence of residual 3-cell function(RBF) in
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children after 3-6 years of DM. Furthermore to determine the association
between RBF and glycaemic control(HbA1c) and incidence of severe
hypoglycaemia.

Methods: Three hundred and forty two children (173 boys), aged 4—18 years
with DM for 3-6 years were included. Residual -cell function was assessed
by testing meal-stimulated C-peptide (MCP). Information on current HbA1c
and incidence of severe hypoglycaemia within the last year was retrieved.

Results: Of the 342 children 26.9% had a MCP of more than 0.04 nmol/],
and 7.9% even had a MCP of more than 0.2nmol/l. Comparing the children
with and without RBF(MCP of more or less than 0.04 nmol/1 respectively),
the group with RBF had a significantly lower HbA1c (mean + SD) 7.9% +1.2
vs. 8.5% +1.3 (p<0.001) and a significantly lower incidence of severe
hypoglycaemia 7.6% vs. 17.6% (p<0.02).<br /> Conclusions: The study
showed a considerable phenotypical diversity with respect to RBF in
children after 3-6 years of DM. Children with RBF were found to have a
significantly better diabetes regulation and a lower risk of hypoglycaemia
compared to children without RBF.

Future studies will investigate other possible effects(metabolic, longterm
etc.) of and factors (immunological, genetic etc.) possibly associated with
residual B-cell function.

CLINICAL AND BIOCHEMICAL VARIABLES DETERMINING BMD IN
PRIMARY HYPERPARATHYROIDISM

L. Rolighed:, P. Vestergaard?, P. Christiansen?, L. Heickendorff3, T. Sikjaerz,
L. Rejnmark2, L. Mosekilde?

1Department of Surgery P, Aarhus University Hospital, 2Department of
Endocrinology and Internal Medicine MEA, Aarhus University Hospital,
3Department of Clinical Biochemistry, Aarhus University Hospital

Purpose: To analyze the association between different clinical and
biochemical variables and BMD in a large series of PHPT patients.

Methods: We identified all 1391 consecutive patients undergoing parathyroid
surgery at Aarhus University Hospital in a 15 year period. We retrieved
preoperative biochemical data and preoperative DXA measurements. A
complete set of biochemical data were available on 785 patients.

Results: Median age was 62 years (range 13-91) and 638 (81%) patients were
women. PTH (median [min-max]) was 12.1 [5-330] pmol/l and 250HD was
51 [5-238] nmol/l. Women had slightly lower Ca2* (1.50 + 0.09 mmol/I)
than men (1.53 + 0.12 mmol/], P<0.001) and also lower plasma creatinine
(P<0.001). Insufficient plasma 250HD levels (< 50 nmol/1) were found in
365 (46%) patients. Associations with BMD were calculated in a multiple
regression model. BMD of the spine, hip and forearm were negatively
associated with age (P<0.001). PTH was inversely associated with BMD of
forearm (P<0.001) but not associated with total hip or spine BMD (NS). In
men, but not in women, PTH was inversely associated with BMD and hip
(P=0.05) and spine (p=0.02). BMD of the spine, hip and forearm were not
associated with 250HD levels (NS).

Conclusions: In PHPT DXA of the forearm is recommended due to the
negative association between PTH and BMD of the forearm and the higher
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prevalence of subnormal values. PTH seems to have a stronger association
with the forearm than spine and hip BMD, perhaps explaning the higher
bone loss in the forearm observed in patients with PHPT. Although most
patients are women, the detrimental effect of high PTH levels on BMD seems
to be more pronounced in men than in woman.

POTENTIAL BENEFICIAL EFFECTS OF RESVERATROL ON OBESITY,
METABOLIC SYNDROME AND INFLAMMATION.

M.M. Poulsent, N. Jessen?, S.B. Pedersen, J.O. Jorgensen?

1Department of Endocrinology, Aarhus University Hospital, 2Department of
Pharmacology, Aarhus University Hospital

OBJECTIVE: Obesity is associated with a markedly increased risk of
metabolic disease including type II diabetes, cardiovascular disease and non-
alcoholic fatty liver disease (NAFLD). In animal studies the polyphenol
resveratrol, which orginates from natural sources and is found in e.g. various
berries, peanuts and red wine, has shown promising tendencies in
ameliorating the development of metabolic disease, improving health and
overall mortality. However, so far no human trials on efficacy outcomes have
been conducted.

AIM: In a human context, we investigate the physiological and molecular
biological properties of resveratrol, hypothesizing that resveratrol holds the
potential to improve the dysmetabolic profile associated with obesity.

DESIGN: Randomized, placebocontrolled, double-blinded trial. 24 obese
but otherwise healthy men are randomly assigned to resveratrol or placebo
treatment, 500 mg*3 for 5 weeks. Before and after the treatment period the
participants will undergo extensive metabolic examination.

METHODS: Include hyperinsulinemic euglycemic clamp, MR spectroscopy,
DEXA-scan, indirect calorimetry, 24 h blood pressure, muscle and fat biopsy
(Real time RT-PCR, ELISA), various metabolic serum markers.

RESULTS: Recruitment was initiated in November 2010, and the last
participant is expected to complete the trial primo December 2011.
Hopefully we will be able to present the first preliminary results at the PhD
day 2012.

INVESTIGATIONS OF THE EFFECTS OF RESVERATROL ON BONE

M.J. Ornstrup, T.N. Kjeer, T. Harslof, S.K. Paulsen, B.L. Langdahl, S.B.
Pedersen

Research Department of Endocrinology MEA, Aarhus University Hospital
Background and hypothesis

Obesity and metabolic syndrome are associated with insulin resistance,
shortened life expectancy and, in some studies, development of osteoporosis
and increased risk of fractures. Recently, low-grade inflammation has been
hypothesized to be the causative link. The polyphenol Resveratrol, which is
found in red wine, has anti-inflammatory effects, and has shown promising
effects in rodent studies on inflammation and bone mineral content.
Resveratrol inhibits NFkB, which is of special interest as the new anti-
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osteoporosis drug Denosumab, also inhibits NF«B. Cell culture studies
indicate that resveratrol can influence osteoclasts and osteoblasts directly.

Aim

The aim of this PhD project is to investigate the effects of resveratrol on
human bone metabolism though a large clinical trial and cell culture
investigations.

Methods

Double-blinded, randomized, placebo-controlled study with 80 obese
volunteers with metabolic syndrome. Treatment is either resveratrol or
placebo for one year. DXA, CT-scan, biochemical markers and bone marrow
examination will be done to follow the effects on bone turnover, BMD, BMC
and bone structure. Cell culture study (cells from healthy donors) will reveal
effects on proliferation, differentiation and expression of the Wnt pathway
genes of human osteoblasts, and formation and activity of human osteoclasts
in vitro.

Perspective

The present investigation will increase our knowledge on the association
between obesity, low-grade inflammation and bone metabolism, and may
increase our understanding of the pathogenesis underlying the simultaneous
increase in the prevalence of osteoporosis and obesity.

PHARMACOKINETIC PROFILES OF GROWTH HORMONE (GH)
ADMINISTERED AS A BOLUS INJECTION VERSUS A CONTINUOUS
INFUSION AND WITH AND WITHOUT EXERCISE IN ADULTS WITH GH
DEFICIENCY (AGHD)

J. Janukonyte!, T. Parkner2, T. Lauritzens3, J.S. Christiansen?, T. Laursen4

1Department og Endocrinology and Internal Medicine, Aarhus University
Hospital, 2Department of Clinical Biochemistry, Aarhus University Hospital,
3Department of General Medical Practice, Aarhus University, 4Institute of
Pharmacology, Aarhus University

Background

GH replacement therapy has proved beneficial in AGHD patients due to its
metabolic actions. GH may be administered by different routes, and
subcutaneous (sc) therapy is the most commonly used. Only a few studies
have investigated the systemic bioavailability of GH after sc injection. GH is
absorbed lymphatically, and factors influencing lymph flow, e.g. physical
activity may play a role for systemic bioavailability of GH. A study by Hvas E.
et al. has demonstrated a higher clearance rate of radioactively labelled
albumin from the lymphatic flow during physical exercise compared to the
rest. Up to date, this issue has not been addressed in AGHD patients.

Aims

To compare the pharmacokinetic profiles of GH administered sc as a bolus
or as an infusion in AGHD patients during interval exercise or in supine rest.
To compare the response of insulin and glucose after intake of a
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carbohydrate rich breakfast in the bolus as well in the infusion group.
Methods

7 subjects with AGHD have finished the study and 1 is ongoing. 4 treatment
regiments were carried out in random order after a screening visit. In the
bolus group (B with exercise and A without exercise sessions) the subjects
were treated with a single 3mg/day dose of GH for two consecutive days. In
the infusion group (D with exercise and C without exercise sessions) the
subjects were treated with a sc infusion of 3 mg/day of GH over 60 hours.
Blood samples for serum GH, GH binding proteins, insulin-like growth
factor 1 (IGF-1); IGF-1 bioactivity, insulin and plasma glucose profiles were
taken for 48 hours under B and A sessions and for 60 hours under sessions
D and C.

Results

No results are available at the moment.

THE ROLE OF MEGALIN IN CISPLATIN INDUCED ACUTE KIDNEY
INJURY

R. Mahadevappa, E.I. Christensen?, R. Nielsen!, B. Gammelgaard?, H.
Birn?

Institute of Biomedicine, Aarhus University, Aarhus, Denmark,
2Department of Pharmaceutics and Analytical Chemistry, University of
Copenhagen, Copenhagen, Denmark

Cisplatin (cis-diamminedichloroplatinum; CDDP), a widely used
chemotherapeutic drug used for treating cancer, is known to be nephrotoxic
inducing acute kidney injury (AKI). Megalin, an endocytic receptor,
expressed on luminal cell membrane of proximal tubular epithelial cells, is
involved in the nephrotoxic effect of substances such as aminoglycosides and
myoglobin, by mediating the tubular uptake of these substances. CDDP has
been shown to affect proximal tubule endocytic function and genetic
polymorphisms in megalin are associated with increased sensitivity to the
CDDP ototoxicity. So far, a role for megalin in development of CDDP
induced AKI has not been demonstrated and the potential mechanism
remains unresolved. We injected megalin knockout mice (MKO) and wild
type(WT) mice with 15mg/kg of CDDP, and collected blood, urine, and tissue
samples after 4 days. Renal functional markers such as p-creatinine, KIM-1,
and NGAL were analysed by HPLC and ELISA. Apoptosis were assessed by
TUNEL staining. Inflammatory markers like interleukin, MCP1, TGF[, NF—
kB and the amount of CDDP in renal tissues will be investigated. CDDP
induced AKI were confirmed by creatinine analysis. Hematoxylin and eosin
stained kidney sections revealed more areas of tubular necrosis and brush
border shedding in CDDP treated WT mice compared to CDDP treated MKO
mice which was supported by increased apoptosis. AKI urinary markers,
KIM-1 and NGAL, increased in CDDP treated WT and MKO mice; however,
they were higher at baseline in MKO, suggesting decreased tubular
absorption of these. In conclusion, mice lacking megalin revealed less renal
tissue damage following CDDP treatment than the WT.

EFFECT OF INSULIN INFUSION ON LIVER PROTEIN SYNTHESIS
DURING HEMODIALYSIS
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M. Reinhard, P. Ivarsen?, J. Frystyk2, M. Bjerre2, J.S. Christiansenz, A.
Flyvbjerg?, B. Jespersen!

1Department of Renal Medicine, Aarhus University Hospital, 22Department
of Endocrinology and Internal Medicine & Medical Research Laboratories,
Clinical Institute, Aarhus University Hospital

Introduction: Hemodialysis (HD) is a catabolic procedure that may
contribute to the high frequency of protein-energy wasting among patients
on maintenance HD. The aim was to investigate the effect of insulin infusion
on liver protein synthesis during HD.

Methods: In a randomized cross-over study 11 non-diabetic HD patients
(M/F:8/3, median age 57 years, range 33-79) received 1) no treatment (NT),
2) glucose infusion (G) (10% glucose, 2.5 mL/kg/h), and 3) glucose-insulin
infusion (GI) (10% glucose added 30 units of NovoRapid®) per liter, 2.5
mL/kg/h) during a standardized 4 h HD session. During infusions blood
glucose levels were maintained at 8.0-10.0 mmol/L by additional glucose
infusion. Glucose and glucose-insulin infusions were commenced 2 h prior
to HD and continued throughout the HD session. Fasting blood samples
were collected before infusions were started (baseline) and followed by a
meal.

Results: Data presented as mean+SD. There was an overall increase in
serum fibrinogen from HD start to 2 h post-HD (12.1+1.8 to 12.8+1.8
umol/L, p<0.0001) but no difference between groups (p=0.28). Serum
albumin showed no overall change (39.9+2.4 to 40.4+2.6 g/L, p=0.14), and
no difference between groups (p=0.13). There was a marked overall decrease
in serum IGF-binding protein 1 (IGFBP-1) 4 h after baseline (from 267+147
to 143+89 pg/L, p=0.0001) but no difference between groups (p=0.40).
However, 4 h after baseline serum IGFBP-1 concentrations increased in the
NT group but remained suppressed in the infusion groups (p=0.003).

Conclusion: Neither glucose nor glucose-insulin infusion appear to add to
the anabolic effects of a meal on liver protein synthesis during HD.

INFLUENCE OF OBESITY, WEIGHT LOSS, AND DIET ON LOW GRADE
INFLAMMATION WITH PARTICULAR FOCUS ON THE MACROPHAGE
MARKER, SOLUBLE-CD163. CAN S-CD163 DISCRIMINATE BETWEEN
HEALTHY AND UNHEALTHY OBESE INDIVIDUALS?

K. Fjeldborg
Endokrinologisk afd., MEA, Aarhus universitetssygehus

Background: CD163 is a membrane bound receptor primary expressed in
monocytes and macrophages. A soluble variant of CD163 (sCD163) is
present in plasma and is elevated in pathological condition activating the
monocyte-macrophage system. Recently sCD163 is associated with various
inflammatory conditions, ex. adipose tissue inflammation and very recently
to be a rather strong predictor of the development of type 2-diabetes. Only a
subset of obese individuals develops insulin resistance, type 2-diabetes and
related diseases. These healthy obese subjects are characterized of less
adipose tissue inflammation and less insulin resistance as compared to
unhealthy obese individuals. Consequently it would be of great importance
to develop markers that could discriminate between healthy and unhealthy
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obese subjects. Aim: To investigate whether macrophage CD163 is involved
in adipose tissue inflammation in obesity and thereby to the metabolic
complications of metabolic syndrome. To investigate how sCD163 is
regulated by metabolic factors such as obesity, fat distribution, weight loss
and diet. Methods: Intervention study. 25 morbidly obese subject approved
to gastric by-pass. Blood samples, MR, DXA, weight control and fat biopsy
are taken before and 12 month after surgery. Correlations studies: to
investigate the influence of diet and weight loss on CD163 and sCD163.
Perspective: To study the role of macrophages infiltration and activation for
adipose tissue inflammation and to determine whether the macrophage
marker, s-CD163, together with other markers will be able better to identify
obese individuals who are at increased risk for developing complications
such as diabetes.

RESVERATROL IN PATIENTS WITH NON-ALCOHOLIC FATTY LIVER
DISEASE (LIRMOI 3)

S. Heeboll!, H. Gronbak!, S. Bonlokke?

1Department of Hepatology and Gastroentology, Aarhus University Hospital,
2Department of Endocrinology, MEA, Aarhus University Hospital

Background

Non-alcoholic fatty liver disease (NAFLD) is strongly associated with the
obesity epidemic and now the most common liver disease in the western
world. Indeed, NAFLD is the hepatic expression of the metabolic syndrome.
NAFLD covers a wide range of conditions, from simple steatosis to non-
alcoholic steatohepatitis (NASH) with inflammation and fibrosis, which may
progress to cirrhosis. NASH increases mortality and the risk of end-stage
liver disease, cardiovascular disease, and diabetes. Yet, knowledge regarding
treatment of NAFLD is scarse.

Resveratrol (RES) is an antioxidant compound, abundant in grapes, and
registered as a nutritional supplement. Growing evidence show that RES is
anti-inflammatory with decreased expression of cyto- and adipokines.
Moreover, RES mimics the effect of calorie restriction by activating sirtuin
and AMPK pathways, thereby offering protection against obesity-related
disorders.

Clinical trial

We plan a randomized, double-blind study, including 50 NAFLD/NASH
patients. Participants will be treated with either placebo or RES 500 mg
three times daily for six months. Participants are male, overweight with at
least one sign of the metabolic syndrome and with elevated ALT >70.
Exclusion criteria are diabetes or cancer.

We also wish to study RES in in vitro and in an animal NASH model.
Aim

We expect that RES: reduces ALT levels reduces hepatic fat content,
assessed by MR spectroscopy; reduces hepatic inflammation, assessed
histologically; and it inhibits the expression of proteins in the inflammatory
pathways, assessed by gene expression studies. Thereby, we expect to show



Po2.10

Po2.11

Zhulin Ma

Christian
Selmer Buhl

that RES is a promising new treatment for NAFLD/NASH patients.

EFFECT OF NPH INSULIN, INSULIN DETEMIR AND INSULIN
GLARGINE ON IGF-1 AND IGFBP PRODUCTION IN PATIENTS WITH
TYPE 1 DIABETES: AN OPEN-LABEL, RANDOMISED, TRIPLE CROSS-
OVER TRIAL

Z.Ma?, T. Parkner2, J. Frystyki, T. Laursen3, T. Lauritzen4, J.S.
Christiansen?

1Department of Endocrinology and Internal Medicine, Aarhus University
Hospital, 2Department of Clinical Biochemistry, Aarhus University Hospital,
3Department of Pharmacology, Aarhus University, 4Department of General
Practice, School of Public Health, Aarhus University

Background: Type 1 diabetes mellitus is characterized not only by a primary
deficiency of insulin, but also by an equally important secondary disruption
of growth hormone—insulin-like growth factor— insulin-like growth factor
binding protein (GH-IGF-IGFBP) axis. It is possible that some of the new
insulin analogues due to their altered pharmacokinetic profiles and receptor
affinity may have the eventual differential impact on the GH-IGF-IGFBP
axis in type 1 diabetic patients.

Aim: To investigate whether the serum insulin profile obtained by once-
daily injection of long-acting insulin analogue, insulin detemir or insulin
glargine, has a different impact on IGFBPs production and IGF-I
concentrations (total IGF-I, free IGF-I, bioactivity IGF-I and tissue-available
IGF-I) than that seen during treatment with long-acting human insulin,
NPH insulin.

Methods: At least 16 type 1 diabetes patients will receive individually
identical doses of three different insulin on 3 separate visits in this
randomized crossover study. Having achieved stable blood glucose control
by intravenous infusions of insulin and isotonic glucose, one of the trial
insulin will be injected subcutaneously at 18:00 h. Blood samples will be
taken for endpoints measurement and safety monitoring in the following 16
hours.

Perspective: The results may bring new knowledge on improving insulin
sensitivity and the safety assurance of insulin analogues.

EFFECTS OF 3-4 MONTHS OF SELECTIVE SEROTONIN REUPTAKE
INHIBITOR (SSRI)-TREATMENT ON METABOLISM AND
HYPOTHALAMIC-PITUITARY-ADRENAL (HPA)-AXIS IN YOUNG MEN
BORN WITH LOW BIRTH WEIGHT (LBW)

C.S. Buhl:2, E.S. Buhl', N. Mpller2, S. Lund2, J. Ahdidans, L. Moller2, P.
Videbechs, H. Stodkilde-Jorgensen4, A. Vaags, K.F. Petersen® !

[nstitute of Biomedicine, Pharmacology, Aarhus University, 2Medical
Research Laboratory, Aarhus University Hospital, 3Department of Clinical
Medicine, Centre for Psychiatric Research, 4Department of Clinical
Medicine, Center of Magnetic Resonance, sSDepartment of Orthopaedics and
Internal Medicine, Copenhagen University, ¢Yale School of Medicine, Yale
University, New Haven, CT
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Background: LBW (<2.5kg) leads to an increased risk of type 2 diabetes
(T2DM), hypertension and depression. Disturbances in the HPA-axis play a
major pathophysiological role. We have previously shown that SSRI-
treatment of LBW animals for 5-6 weeks can normalize HPA-axis function
and insulin sensitivity.

Aims: Examine metabolic differences between young men born with LBW
and NBW (3.5-4.5kg) and evaluate the potential benefit of SSRI-treatment
for 3-4 months.

Design: Double-blinded, randomized and placebo-controlled trial. LBW
(n=40) and NBW (n=20) groups were matched by age, BMI and physical
activity.

Methods: Insulin sensitivity (OGTT, hyperinsulinemic euglycemic clamp),
blood samples (cholesterol, ALAT, SR, CRP), HPA-axis activity (24-hour
urine and plasma profile, DXM-suppression test), total body fat (DXA-scan),
fat content in liver and skeletal muscle (MRI-spectroscopy), physical activity
(questionnaire, pedometrics), blood pressure (24 hour profile), psychiatric
profile (MDI, SCL-92).

Preliminary results: LBW is associated with insulin resistance (Rd clamp |
13,8 t0 20,4%), higher cholesterol levels (2,8 vs 2,3mM), higher total body
fat (18,0 vs. 14,7%), higher fat content in liver (1 130%) and muscle

(1 48%), higher MDI-score (7,65 vs. 4,25), reduced hypothalamic sensitivity
(ACTH suppression 49% vs. 79%) and higher diastolic blood pressure during
day (76,5 vs. 70,7 mmHg). (All p<0.05.)<BR>Conclusion: The results clearly
indicate that LBW is associated with disturbances in the metabolic profile
which could increase the risk of developing T2DM, hypertension and
depression. The potential benefit from the SSRI-treatment can be evaluated
when the analyses are completed.

EFFECTS OF LIRAGLUTIDE ON INTRACEREBRAL AMYLOID
DEPOSITION IN ALZHEIMER'S DISEASE

L. Egefjord!, B. Brock, K.S. Rasmussen?, A. Larsen?, A. Gjedde?, J. Rungby*

[nstitute of Biomedicine, Aarhus University, 2PET-Center, Aarhus
University Hospital, Aarhus Hospital

Background:

Premature cell degeneration develops in both type 2 diabetes (DM-2) and
Alzheimer's Disease (AD). DM-2 is characterized by a loss of beta-cell
function, whereas AD shows a loss of neuronal function and cell death.
Glucagon-like-peptide-1 (GLP-1) exerts glucose-dependent stimulation of
insulin secretion. In cell and animal experiments beta-cell neogenesis,
growth and differentiation are stimulated by GLP-1, and inhibition of beta-
cell apoptosis has been shown in vitro. GLP-1 receptors have also been
located in the CNS. GLP-1R stimulation in the hippocampus induces
learning ability and memory and leads to neurite outgrowth and protects
against nerve cell apoptosis in the CNS.

AD is characterized by an increased level of beta-amyloid. A reduced
memory, also a characteristic of AD, has been shown in GLP-1 receptor KO
mice. We have recently shown that GLP-1 has a neuroprotective function in
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patients with DM-2.

The insulin-producing beta-cells are also characterized by accumulation of
amyloid in DM-2 models. There are no registered drugs which change the
deposition of amyloid and there are no drugs with convincing effect on the
progression of the disease in AD patients. Moreover, the marketed drugs for
AD treatment today have disadvantageous side effect profiles.

Hypothesis:

6-month treatment with the GLP-1 receptor agonist Victoza® will reduce
amyloid deposition in the CNS of patients with AD.

Design:
Controlled, randomized, double-blinded intervention study.
Methods:

The primary endpoint is to determine amyloid accumulation in the CNS
using PET scanning.

The secondary endpoint is to evaluate cognitive functions by means of
validated tests.

A.K. Pedersen
Institute of Clinical Medicine, Aarhus University

Background: The most effective pain management after major ankle surgery
is infusion of local analgesics via a catheter close to the sciatic nerve. The
saphenous nerve also carries sensation from the ankle leading to moderate
to severe postoperative pain typically the first two postoperative days despite
a continuous sciatic nerve block.

Aim: To test whether continuous saphenous nerve block via a catheter
provides better pain control compared to single injection saphenous nerve
block.

Hypothesis: Continuous saphenous nerve block as a supplement to
continuous sciatic nerve block reduces opioid consumption.

Methods: Fifty patients will be included in this randomized, double-blinded,
controlled study. Before major ankle surgery a sciatic catheter and a
saphenous catheter are inserted in addition to two single injections of
Ropivacaine around both nerves with ultrasound-guidance. After surgery a
continuous infusion of 0.2% Ropivacaine 10 mL/h is started in the sciatic
catheter in all patients. Patients are randomized into two groups. The
experimental group receives continuous infusion of Ropivacaine 0.2% 5
mL/h for 48 hours in the saphenous catheter. The control group receives
continuous infusion of isotone saline 5 mL/h for 48 hours. The primary
outcome measure is consumption of opioid the first 48 postoperative hours.
Secondary outcomes are success rates of saphenous nerve sensory block,
clinical analgesia of foot and ankle the first 48 hours, and cost-effectiveness
of single shot versus continuous saphenous nerve blockade. These are
measured by Numeric Rank Scale for pain, tactile sense tests of the toes and
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time recording.
Results: This is an ongoing study.

MECHANISTIC PATHWAYS IN LIPID INDUCED INSULIN RESISTANCE
IN SKELETAL MUSCLE

B. Nellemann, M.H. Vendelbo, A. Mosegaard, N. Jessen, J.O.L. Jorgensen

Department of Endocrinology and Internal Medicine, Aarhus University
Hospital

Background: During fasting, insulin resistance in skeletal muscle is essential
to preserve glucose for brain metabolism, and insulin resistance is a
component of the pandemic increase in obesity related diseases. Elevated
free fatty acid (FFA) levels are presumably one explanation behind reduced
insulin sensitivity in these situations. Two pathways are ongoing in the
debate: 1) defects in insulin signalling pathways, and 2) regulation of key
enzymes in glycolysis.

Aim: To elucidate mechanistic pathways of insulin resistance in skeletal
muscles during an induced insulin resistant state.

Methods: 8 healthy young men were investigated in a randomised, placebo-
controlled, cross-over study on four occasions: 1) 12h fast+placebo infusion
(control day), 2) 12h fast+GH infusion, 3) 36h fast+placebo infusion, and 4)
36h fast+GH infusion. Blood samples, indirect calorimetry,
hyperinsulinemic euglycemic clamp, and muscle biopsies were applied to
determine circulating FFA levels, substrate oxidation, glucose uptake,
myocellular signalling and enzyme activity.

Results: Circulating FFA and lipid oxidation increased on the three
intervention days. This was associated with reduced insulin sensitivity and
pyruvate dehydrogenase activity. Further, insulin signalling to glucose
uptake was unaffected.

Conclusion: Our data shows that glycolytic activity is impaired in human
skeletal muscle during hyperinsulinemia in the insulin resistant states. Also,
insulin signalling to glucose uptake was unaffected by the interventions.
These findings suggest that reduced insulin sensitivity is due to decreased
glycolytic activity. This leads to improved understanding of mechanisms
behind type 2 diabetes.

INCIDENCE, INTENSIVE CARE TREATMENT, AND PROGNOSIS OF
PATIENTS WITH STATUS ASTHMATICUS IN DENMARK: A
NATIONWIDE COHORT STUDY

J. Strid:, C.F. Christiansen, M.B. Johansen!, E. Tonnesen2, H.T. Sorensen!

1Department of Clinical Epidemiology, Aarhus University Hospital,
2Department of Anesthesiology and Intensive Care, Aarhus University
Hospital

INTRO.

Status asthmaticus (SA) is a medical emergency. Studies on incidence and
prognosis reported contradictory results, but data included readmissions or
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were restricted to specific age groups or hospitals. A nationwide study is
needed to better understand the SA epidemiology.

OBJECTIVE

Examine the SA hospitalization rate in Denmark, describe the characteristics
of SA patients, and estimate their prognosis.

METHOD

We identified all patients with an incident SA diagnosis from 2005-09.
Those previously diagnosed with chronic obstructive pulmonary disease
were excluded to avoid misclassification. We obtained data on
hospitalizations, comorbidity, and demographics from registries. We
calculated hospitalization rates, ventilatory support frequencies, and
mortality by the Kaplan-Meier method.

RESULT

After exclusion of 179 COPD patients, 1,437 patients were analyzed. Mean
hospitalization rate was 52.7 per 1,000,000 person-years, being remarkably
higher for young (370.9 for age 0-1 year;139.5 for age 2-14) and slightly
higher for males than females (55.9 vs 49.4). The 119(8.3%) patients
admitted to intensive care units (ICU) were primarily

CONGENITAL HEART DEFECTS: QUALITY OF LIFE ASSESSMENT -
CHILDREN VERSUS PARENTS

S. Rothmannt, S.H. Larsen2, M. Olsen3, V.E. Hjortdal+

1Cardiothoracic research Department T, Aarhus University Hospital, Skejby,
2Department of cardiology, Aarhus University Hospital, Skejby, sInstitute of
Clinical epidemiology, Aarhus University Hospital, Aarhus, 4Department of

Cardiothoracic surgery, Aarhus University Hospital, Skejby

Objective: To compare children’s self-reported Quality of Life (QoL)
following congenital heart defect (CHD) surgery with parental report and
examine the influence of socioeconomic factors on the difference.

Methods: We did a population based study from 2007 to 2008 on 236
children who underwent CHD surgery during 1996-2002. QoL was
measured by the Child Health Questionnaire-child report version 87 for the
child and by the Child Health Questionnaire parent form 50 for the parent.
We converted these into 14 main domains regarding health, physics,
emotions, behavior and family, of which 12 enabled child versus parent
comparison. We obtained socioeconomic data from Statistics Denmark and
divided data into four socioeconomic classes. A paired t-test and Intraclass
Correlation Coefficient(ICC) were used to compare QoL from child and
parent reports. ICC in each socioeconomic class was calculated and
regression analysis used to evaluate the influence of socioeconomic factors.

Results: Children reported higher QoL after CHD surgery than their parents
in Physical Functioning (mean 96-94 p<0.05), Behavior (83-78 p<0.001),
Self Esteem (87-80 p<0.001), General Health Perception (77-70 p<0.001)
and Family Cohesion (81-78 p<0.05), while parents reported higher scores
in the domain Bodily Pain/Discomfort (90-87 p<0.01). However, agreement
was fair to good in all domains with ICC values from 0.3-0.8. Socioeconomic



class had no statistical significant influence on the QoL difference.

Conclusion: Children’s QoL following CHD surgery is higher in several
domains when assessed by the children. However, agreement was acceptable
and socioeconomic factors did not affect the difference.
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EFFECTS OF THE DIET SUPPLEMENTATION RESVERATROL ON LIVER
FAT CONTENT, BASAL AND INSULIN STIMULATED FFA AND VLDL-
TRIGLYCERIDE METABOLISM IN OBESE

M.P. Poulsen, S. Nielsen

Department of Endocrinology and Internal Medicine, Aarhus University
Hospital

Obesity is characterized by insulin resistance, dyslipidemia, abnormal free
fatty acid turnover and abnormal liver fat content. The last, known as non-
alcoholic fatty liver disease (NAFLD), ranges form pure steatosis to a state
with inflammation and fibrosis called steatohepatitis (NASH), with an
increased risk of liver cirrhosis, primary liver cancer, diabetes and
cardiovascular disease. Steatosis is seen in 50-90 % of obese persons.

Former studies of obeseity have shown increased insulin resistance in both
the liver and adipose tissue. Until now studies on animals treated with
Resveratrol have shown positive results on liver fat content, glucose turnover
and insulin sensitivity. The underlying mechanisms are not exactly clarified,
but one hypothesis is that Resveratrol activates the enzyme SIRT1, thereby
imitating the beneficial effects of caloric restriction.

The study is a double-blind placebo-controlled trial of 16 obese healthy men
with NAFLD treated with either Resveratrol or placebo for 6 months and
compared at baseline with 8 obese healthy men without NAFLD. All
participants in the intervention group are examined at baseline and after 6
month with MR-scan and DEXA-scan to determine changes in subcutaneous
and visceral fat distribution, with MR-spectroscopy to determine changes in
liver fat content, and a Study Day using different radioactive tracers to
determine changes in FFA turnover, VLDL-TG turnover and insulin
sensitivity before and after treatment and during basal and clamp period. All
examinations are repeated to enlighten long-term effects of Resveratrol
treatment, especially on fat metabolism.

NIGHTTIME DOSING OF ANTIHYPERTENSIVE DRUGS IN TYPE 2
DIABETES

N.B. Rossen’ 23, E.V. Ebbehgj2, S.T. Knudsen3, P.L. Poulsen3, K.W. Hansen!

1Department of Medicine, Silkeborg Regional Hospital, 2Department of
Endocrinology and Internal Medicine, THG, Aarhus University Hospital,
3Department of Endocrinology and Internal Medicine, NBG, Aarhus
University Hospital

BACKGROUND

Hypertension and diabetes are well-established risk factors for the
development of atherosclerosis. With the increasing use of ambulatory blood
pressure monitoring (ABPM), extensive data on nighttime blood pressure
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(BP) has been obtained. Several studies suggest that increased nighttime BP
is an independent risk factor for atherosclerosis and cardiovascular disease.
Therefore, new strategies to treat increased nighttime BP are warranted. One
possibility is simply to change the time of administration of antihypertensive
drugs from morning to nighttime.

AIM

In a population of type 2 diabetic patients with increased nighttime BP, we
want to investigate if it is possible to reduce nighttime BP by changing the
time of administration of antihypertensive drugs from morning to nighttime.
This reduction should of course be achieved without increase in daytime BP.

METHODS

Cross-over study of 40 type 2 diabetic patients with increased nighttime BP
(>120 mmHg) despite stable antihypertensive treatment. Patients will be
randomized to 8 weeks of treatment with morning or nighttime dosing of
once daily antihypertensive drugs followed by 8 weeks of treatment with the
opposite time of administration. At baseline and after each of the two 8 week
periods, patients will undergo ABPM, measurements of arterial stiffness and
blood and urine samples.

PERSPECTIVES

If nighttime dosing of antihypertensive drugs can reduce increased
nighttime BP without increasing daytime BP, this simple intervention might
contribute to a reduced number of cardiovascular events in type 2 diabetic
patients.

INVESTIGATING THE HEALTH PROMOTING EFFECTS OF
VEGETABLES ON PEOPLE WITH TYPE 2 DIABETES AND THE
METABOLIC SYNDROME

A.C.S. Thorup, P.B. Jeppesen

Dept.of Endocrinology and Metabolism MEA, Aarhus University Hospital,
Aarhus University.

Background: Vegetables are an important part of human diet and a major
source of biologically active substances called phytochemicals.
Phytochemicals contribute to the nutritional quality of food giving a bitter
and strong taste, but more importantly they have health promoting effects.

Aim: to determine if a high dietary intake of bitter and strong tasting
vegetables has a beneficial impact on insulin resistance related to the
metabolic syndrome (MS) and type 2 diabetes (T2D), when compared to an
equivalent intake of mild and sweet tasting vegetables.

Method: The study is carried out as a 3-month randomized controlled
parallel intervention study involving 60 participants aged 30-65 years with
MS and T2D. The participants are randomized into 3 different diets
respectively; 1) consisting of 500 g daily bitter and strong tasting vegetables,
2) consisting of 500g sweet and mild tasting vegetables, 3) normal diet
(control). The participants visit the clinic for a screening, and afterwards
once a week in the following 12 weeks. At the three major visits (o, 6, 12
week) the participants collect urine samples, complete a 3-days food diary
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and undergo a thorough clinical examination incl. 24-h blood pressure, body
composition and collection of fasting blood samples (glucose, insulin,
glucagon, HbA1c, GLP-1, lipids, cytokines, adipokines, parathyroid hormone
and vitamin D). At week 0 and 12 an oral glucose tolerance test is performed.
Furthermore, compliance is measured in week 4 and 8.

Perspective: The study is ongoing and is expected to contribute to the
understanding of how a high vegetable diet with either high or low levels of
phytochemicals effects subjects with MS and T2D.

CYTOKINE TNF-a INDUCES PROTEIN LOSS AND IMPROVES INSULIN
SENSITIVITY IN HUMAN LEG

E. Bosnjak?, M. Buhl2, R. Nielsen3, T. K- Hafstrom?, E. Tonnesen4, N.
Jessent 5, J.0. Jorgensen!, N. Moller:

'Medical Department MEA, NBG, Aarhus University Hospital, 2Department
of Pediatrics, Skejby, Aarhus University Hospital, 3Department of
Cardiology, Skejby, Aarhus University Hospital, 4Department of Anesthesia
and Intensive Care Medicine, NBG, Aarhus University Hospital,
5Department of Clinical Pharmacology, Aarhus University

BACKGROUND:

Tumor Necrosis Factor Alpha (TNF-a) is an inflammatory cytokine.
Systemic TNF-a administration has widespread metabolic actions and
generates stress hormone response with activation of the hypothalamo-
pituitary axis.

Our study was designed to test the hypothesis that local leg perfusion with
TNF-a directly induces protein loss and affects glucose metabolism.

METHODS:

Acute metabolic effects of TNF-a were studied in eight healthy subjects.
Catheters were inserted into the femoral vein and femoral artery in each leg.
TNF-a vs. placebo were perfused into the femoral artery of the leg.
Furthermore, catheters were inserted into the antebrachial veins for infusion
of isotope-labeled tracers. Femoral vein sampling allowed assessment of
local metabolic events in leg. Each study comprised a 3 h basal period and a
3 hour glucose clamp. Muscle biopsies were performed in order to
investigate intracellular signalling.

RESULTS:

TNF-a perfusion significantly increases protein degradation in the perfused
leg during the clamp (measured by 5N-phenylalanine tracer), and improves
glucose uptake in the muscles in the perfused leg during the clamp
(measured by raw arterio-venous differences).

There is no effect of TNF-a perfusion on lipolysis and lactate release.
PERSPECTIVES:

In order to investigate systemic metabolic effects of TNF-a and bacterial
Endotoxin via stress hormone response placebo, Endotoxin and TNF-a were
given systemically in the antebrachial vein in eight patients with
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hypopituitarism (to block stress hormone release) and in eight healthy
subjects, all studied thrice. Every study comprised a 4 h basal period and a 2
h glucose clamp. Muscle and fat biopsies were performed.

GROWTH HORMONE AND LONGEVITY: A SEARCH FOR THE
MECHANISM.

B.F. Clasen* 2

Institute of Biomedicine, Aarhus University, 2Department of Endocrinology
and Diabetes, Aarhus University Hospital

Caloric restriction (CR) has been shown to increase longevity and decrease
the risk of developing a number of metabolic diseases in a broad range of
organisms. The underlying mechanisms has not been elucidates, but
numerous studies indicate that the deacetylase SIRT1 is central in the
observed effects of CR. Furthermore, growth hormone (GH) has also been
shown to have profound impact on longevity and metabolic diseases. GH has
two distinct effects: At high energy levels GH induces IGF-1 transcription
which ultimately has anabolic effects on the organism and this will reduce
longevity. At low energy levels, GH increases lipolysis which increases
longevity. Disregarding the final outcome of GH stimulation, binding of GH
to its receptor leads to phosphorylation of STAT5. A STAT5 homologue,
STATS3, has in a recent study been shown to be regulated by acetylation and
deacetylation, the latter mediated by SIRT1. In a pilot study performed in
our laboratory, STAT5 has been shown to be acetylated. This leads to a
hypothesis which proposes that the effect of GH switches between IGF-1
transcription and lipolysis in muscle- and adipose tissue via reversible
STATS5 acetylation, and this effect involves interaction with SIRT1.

The project is composed of three connected studies:

1)  Identification of the global gene expression in human muscle tissue
after GH stimulation.

2) A closer in vitro study of the degree, location and effect of STAT5
acetylation.

3) Astudy on the GH signaling in human muscle and adipose tissue after
resveratrol mediated SIRT1 activation.

SHORT-TERM IMPACT OF GLUCAGON-LIKE PEPTIDE-1 ON KIDNEY
FUNCTION IN HEALTHY MEN

J. Skovt, A. Dejgaard?, J. Frekizers, J.J. Holst4, T. Jonassens, J.S.
Christiansen?

1Department of Endocrinology and Diabetes MEA, Aarhus University
Hospital, 2Novo Nordisk A/S, 3Department of Biomedical Radio Isotope
Techniques, Aarhus University Hospital, 4Department of Medical
Physiology, University of Copenhagen, sDepartment of Biomedical Sciences,
University of Copenhagen

Type 2 diabetes mellitus (T2DM) is reaching epidemic proportions and
diabetic nephropathy (DN) is now the principal cause of end-stage renal
failure in the western world. DN is a progressing disease characterized by
different phases - initial hyperfiltration and hyperperfusion, a silent period
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and then microalbuminuria followed by overt proteinuria and renal failure.
Glycemic regulation and systemic blood pressure control are crucial in the
prevention, but local kidney factors are of great importance as well.

GLP-1is a gut hormone that stimulates insulin secretion subsequent to food
intake. Due to its antihyperglycemic properties and an advantageous side
effect profile, GLP-1 analogs are becoming increasingly popular in the
treatment of T2DM.

Recently, GLP-1 mimetics have revealed evidence of kidney protective
properties in diabetic mice by preventing hyperfiltration and decreasing
albumin excretion. In man, native GLP-1 is found to increase natriuresis;
however, the effect on kidney haemodynamics remains unrevealed.

To elucidate the immediate physiological impact of native GLP-1 on the
human kidney function we perform a randomized, double blind, cross-over
study involving 12 healthy young men.

Glomerular filtration rate is assessed by steady state 51Cr-EDTA clearance
and renal plasma flow by steady state 123I-hippuran clearance. Lithium
clearance will estimate proximal tubular sodium reabsorption, and various
electrolyte clearances along with urine albumin excretion will be measured.
Also GLP-1 impact on the renin-angiotensin-aldosterone system and insulin-
like growth factors binding proteins will be investigated.

Studies are ongoing. Results will be presented.

GH SIGNALING I MUSCLE AND FAT AS A FUNCTION OF AGE: A
COMPARATIVE STUDY OF STAT, MAPK, SOCS MRNA PI3K, MTOR
CONCENTRATION IN YOUNG AND ELDER.

P.F. Ves
Department of medical endocrinology Aahus university hospital NBG
Introduction

Growth Hormone (GH) is the primary anabolic hormone during calorie
restriction. GH is secreted in short bursts during night, and secreted at the
onset of physical activity. GH induces include hepatic IGF-I and IGF-II
production, whole body protein synthesis, collagen synthesis and.

The objective of this study is based on 2 earlier studies. First study: there is
a correlation between the age related reduction in GH secretion, and the
reduction in Lean body mass (LBM), this reduction in LBM can be reduced
with supplementation of GH. The mechanism behind this has to our
knowledge not been investigated, but could be explained with changes in GH
effects on muscle signalling. Second study: Females has a reduced hepatic
IGF-I stimulated GH response compared to men. It could be speculated that
this phenomenon, reduced GH sensitivity, would be present in fat and
muscle cells as well. Neither of the assumptions above have been
investigated and we find it therefore interesting to design a study where we
investigate GH’s effect on signalling mechanisms response in muscle and fat
as a function of age and sex.

Objective
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The purpose of this study is to compare the GH induced response in
signalling mechanism between sexes and different ages.

Methods

20 persons will be include in this controlled randomized blinded
intervention study, the persons will be divided in 4 groups— 1) young Males
<30 years, 2) young females < 30 years, 3) elderly males > 60 years, 4)
elderly females > 60 years. The intervention consist of 2 days, one day the
participants will be given a bolus of GH, the other a bolus of salin, post 30
and 120 min we will do muscle and fat biopsies.

SURVIVAL AFTER BREAST CANCER SURGERY PREDICTED BY
INSULIN-LIKE GROWTH FACTOR MEASUREMENTS.

U. Espelund, S. Colds, J. Frystyk? 2

'Medical Research Labs, Institute of Clinical Medicine, Aarhus University,
2Department of Endocrinology and Diabetes, Aarhus University Hospital,
3Department of Oncology, Odense University Hospital

Context: The Insulin-like Growth Factors (IGF) IGF-I and IGF-II have
potent growth promoting and anti-apoptotic effects in cancer cells. Large
prospective studies have demonstrated increased risk of breast cancer with
increasing levels of serum IGF-I. Our group have previously found marked
changes in the IGF system in women breast cancer in spite of minimal extent
of disease.

Objective: Firstly to perform a thorough comparison of the IGF-system
between women with breast cancer and healthy, age-matched controls, and
secondly to investigate the predictive value of IGF measurements in serum
for survival.

Design: 400 patients from the county of Funen were enrolled around the
time of primary breast cancer surgery or biopsy (from 1993 to 1998).
Treatment was given independently of study participation. 600 age-matched
controls from the same geographical region were recruited. All participants
underwent a structured interview and physical examination. Blood was
drawn, and serum was stored at -80° until time of assay in 2011.
Information on surgery, pathology, adjuvant treatment follow-up schedule
as well as vital status was obtained from Danish Breast Cancer Cooperative
Group.

Main outcome measure: Primary outcomes are survival rates for patients
with high vs. intermediate vs. low serum IGF concentrations and IGF
bioactivity (determined in vitro by specific IGF-I receptor activation assay).
Secondary outcome is a baseline comparison of bioactive IGF-I, IGF and IGF
binding protein (IGFBP) levels between patients and controls.

Results: Analyses should be complete by the time of the Ph.D day 2012.

EXPERIENCE WITH USE OF A PIG MODEL IN GROIN HERNIA
OPERATION TRAINING IN SURGICAL EDUCATION

C.G. Carlsent, L. Lund?, M. Gaarden?, K. Lindorff-Larsens3, P. Charles?

1Center of Medical Education, Aarhus University, 2Urology department,
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Viborg Hospital, 3Surgical department A, Aalborg Hospital

Background: In the Danish surgical specialist education programme there
has been no formal skills training in groin hernia (Lichtenstein). As part of a
PhD we have designed a formal training course in this field involving theory
and hand-on training in plastic phantoms as well as in anaestesized pigs.

Methods: We designed a course for doctors in their first year of specialty
training in general surgery. In the programme we included training in pigs
with congenital hernias in the inguinal region (usually male pigs). This gave
us the possibility of supervising and training dissection techniques in real
tissue.

Results: Fifteen first year specialty trainees have been enrolled in the course
so far. All have been very content with the curriculum and especially the
ability to practice in real tissue and the supervised feedback.

Conclusion: By using an animal model with congenital hernia in the
inguinal region we have been able to design a new and relevant course for
doctors in specialty training. This course offers the possibility of training in
a model that imitates a human groin with relevant dissection of a “real”
hernia witch gives a good base for a clinical training programme.

DO ASSAYS FOR THE SAME COMPONENTS GIVE COMPARABLE
RESULTS? A COMPARISON BETWEEN COMMERCIAL AND IN-HOUSE
ASSAYS FOR TREFOIL PEPTIDES.

M.H. Samson, E. Nexo
Department of Clinical Biochemistry, Aarhus University Hospital
Background:

Trefoil peptides (TFF1, TFF2 and TFF3) are 7-12 kDa molecules, secreted by
mucin-producing epithelial cells. Increased serum concentrations have been
reported in a number of pathological conditions, which warrants the need
for validated commercially available assays.

Methods:

We validated commercial assays for TFF1-3 and compared results obtained
with our in-house assays, using serum from blood donors.

Results:

Level of detection was: <0.008 nmol/L. Measuring ranges were: 0.032-0.51
(TFF1), 0.038-0.76 (TFF2) and 0.019-0.15 (TFF3) nmol/L. Imprecision
(CV), judged from measurement of serum pools in two levels, was below 9%
(TFF2 and TFF3) but up to 18% (mean 0.41 nmol/L) for TFF1. No cross
reactivity between the TFFs (concentrations >100 nmol/L) was observed.
The 95% nonparametric reference intervals were: <0.0032-0.53 (TFF1),
0.099-1.4 (TFF2) and 0.086-0.87 (TFF3) nmol/L. Comparing commercial to
in-house assays (n=132), showed biases explained by differences in the
calibrators (TFF1 and TFF2). A number of samples showed markedly
different results.

Conclusions:
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The commercial assays for TFF2 and TFF3 are acceptable for use on serum
samples, while the TFF1 assay revealed a poor imprecision and a too narrow
measuring range. Results obtained with the commercial and the in-house
assays differed, partly because of differences in the calibrators employed.

CHARACTERISATION OF FUNCTIONAL INACTIVE ANTITHROMBIN
VARIANTS CAUSING THROMBOSIS - A SUB STUDY OF "NEW
TECHNOLOGIES FOR INTERVENTION WITH CONFORMATIONAL
DISEASE"

A. Ostergaard

Department of Clinical Biochemistry, Aalborg Hospital, Aarhus University
Hospital

Conformational diseases are a newly recognized group of heterogeneous
disorders resulting from conformational instability of proteins including
serpins. Antithrombin (AT) is a member of the serpin super family and is
considered as the most important endogenous anticoagulant. It modulates
blood coagulation by inhibition of coagulation factors including FIIa and
FXa. Mutations in the AT gene can result in conformational diseases where
changes in molecule structure hinders AT in performing the inhibition of
coagulation factors and the risk of patients suffering from thrombosis
increases.

The overall aim of this study is to characterize and elucidate the kinetic and
biophysical properties of various AT mutants causing conformational
diseases, in order to describe func-tion and thrombogenicity.

AT protein will be purified from both recombinant protein production and
from plasma of patients suffering type II AT deficiency, by chromatography
purification. The kinetics and biophysical properties of AT will be elucidated
by both established and novel characterisation techniques.

This project is a part of a larger project with the pur-pose of developing new
technologies for stabilisation of functionally in-active serpins, with new
treatments as its main purpose.

Only a few therapies are available for treatment and prevention of venous
thrombosis for patients with AT deficiency, and heparin therapy may not
always be sufficient. The characteristic analysis in this project may serve as
an important brick in the development and isolation of specific nucleic acid
aptamers against AT mutational variants to preserve the functional and
active conformation and inhibitory mechanism of AT.
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INSTRUMENT EORTC QLQ-CR38 TO ASSESS HEALTH-RELATED
QUALITY OF LIFE AMONG PATIENTS WITH COLORECTAL CANCER

H.V. Thaysen, P. Jess2, M. Groenvolds, S. Laurberg!

1Department of Colorectal Surgery P, Aarhus University Hospital,
2Department of Surgery, Roskilde Hospital, University of Copenhagen,
Denmark, sInstitute of Public Health, University of Copenhagen, Denmark

Introduction



EORTC QLQ-CR38 is a disease specific instrument developed by the
European Organization for Research and Treatment of Cancer (EORTC) in
1990. A validation of the questionnaire has never been undertaken in
Danish or any other Scandinavian language. The aim of this study was to
examine the psychometric properties of the Danish version of EORTC QLQ-

CR38.

Methods and material

Patients with colorectal cancer from two Danish Hospitals answered EORTC
QLQ-CR38 one month after their operation. A psychometric evaluation of
the questionnaire’s structure, reliability, convergence, divergence and known
group validity was performed.

Results

Data from 164 (86.3%) patients were available for analysis. The criterion of
Cronbach’s alpha coefficient >0.70 was fulfilled in five out of nine scales.
For convergent validity the criterion of a correlation >0.40 was fulfilled for
all items in three of the scales: Body image, sexual activity and male sexual
problems. None of the items in the chemotherapy side effects scale meet the
criterion. Seventeen (60.0%) out of 30 comparisons distinguished between
subgroups of patients, with respect to clinical and demographic variables.

Conclusion

The lack of specificity in some of the scales should be taken into account in
the evaluation of results from Danish studies including EORTC QLQ-CR38.
The update of EORTC QLQ-CR38, EORTC QLQ-CR29, seems relevant and
the results from this study indicate that it might be a valid instrument in
Danish settings.

Pog4.05 Kristina "HEALTH TECHNOLOGY DIFFUSION: ACCESS TO PRIMARY
Grenborg Laut ANGIOPLASTY IN THE EU15 COUNTRIES"

K.G. Laut!, A.B. Pedersenz, T.L. Lash?, S.D. Kristensen!

Department of Cardiology, Aarhus University Hospital, 2Department of
Clinical Epidemiology, Aarhus University Hospital

Background: Despite irrefutable scientific evidence that early
revascularization with primary percutaneous coronary intervention (PPCI)
in patients with ST-elevation myocardial infarction (STEMI) is life saving,
many patients remain untreated. Access to and the use of PPCI varies
substantially across Europe. This study seeks to identify important
predictors of diffusion of PPCI in the EU15 countries.

Methods: An ecological study using aggregated data from 135 regions in 11
European countries. Main outcome measure was PPCI usage.

Information about regional characteristics — such as number of physicians
per 100,000 population — were collected in all of the regions. These
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characteristics were used as covariates in a linear regression model with
PPCI usage as the outcome variable.

Results: Linear regression analyses revealed significant correlations with
usage of PPCI: type of health care system (Beta (B) -215.4 to 3.3), number of
general hospital beds per 100,000 population (B -5.5 to 196.4), number of
physicians per 100,000 population (B -2.9 to 272.8), number of nurses per
100,000 population (B -140.4 to 65.0) and population density (B -71.2 to
126.5), and educational level (ISCED index 0-6) (B 23.3 to124.4). Although
the estimates were individually imprecise, the final model explained 50% of
the variation in PPCI usage.

Conclusion: Diffusion of PPCI is influenced by characteristics of the region
and of the healthcare system. The analyses explained half of regional
variation in usage of PPCI. Additional factors, such as organisational
structure and management of regional STEMI treatment, are hypothesized
to influence PPCI usage, and will also be examined in this project.

IN VITRO FERTILIZATION DOES NOT INCREASE THE RISK OF
THROMBOSIS: A DANISH NATIONAL COHORT STUDY

A.T. Hansen!, U.S. Kesmodel?, S. Juul3, A.M. Hvas!

1Department of Clinical Biochemistry, Aarhus University Hospital, 2The
Fertility Clinic, Department of Obstetrics and Gynecology, Aarhus University
Hospital, 3School of Public Health, Department of Epidemiology, Aarhus
University

Background: Case reports have reported venous and arterial thrombosis in
women undergoing assisted reproduction. No large systematic studies on the
risk of thrombosis have been published.

Aim: To investigate the risk of venous and arterial thrombosis in women
undergoing in vitro fertilization (IVF) with or without Intra Cytoplasmic
Sperm Injection (ICSI).

Methods: A national register-based cohort study. Data was obtained from
The National Patient Registry and the IVF-Registry. Thrombosis occurring
within the first 6 and 12 months after assisted reproduction was considered
potentially related to the treatment.

Thrombosis during pregnancy was excluded. The incidence rates of venous
and arterial thrombosis were compared to previously published estimates of
the risk of thrombosis among young Danish women.

Results: We analyzed 30,884 Danish women undergoing 75,141 treatments
from 1994 to 2005. The mean age of the women at first treatment was 32.3
years. The incidence rate ratio, with 95% confidence interval, of venous
thrombosis within 6 months was 0.95 (0.38-1.95). The incidence rate ratio
of arterial thrombosis within 6 months was 0.36 (0.04-1.30).

Conclusion: Our study showed no evidence that IVF increases the risk of
thrombosis.
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IMPAIRED FOLLICLE MATURATION IN PATIENTS WITH POLYCYSTIC
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OVARIAN SYNDROME?
H.N. Madsen', H.J. Ingerslev?, N. Torring?

1Department of Clinical Biochemistry, Aarhus University Hospital, Skejby,
2The Fertility Clinic, Department of Obstetrics and Gynaecology, Aarhus
University Hospital, Skejby

Background: Polycystic ovary syndrome (PCOS) is a syndrome of ovarian
dysfunction. The prevalence of PCOS is approximately 5-8% in the western
world, making PCOS among the most common endocrine disorder affecting
women in the reproductive age.

In PCOS the ovary is characterized by highly increased number of immature
follicles and the arrest of follicular maturation despite normal FSH
concentration.

We hypothesize that the follicular development of patients with PCOS is
altered because of factors that impair the FSH dependent follicular
maturation, and that Anti-Miillerian Hormone (AMH) which is secreted in
the granulosa cells of developing follicles is a candidate factor for this.

Objective:

1) Mapping of the gene expression profile in follicles from patients with
PCOS and controls.

2) To elucidate the regulation of AMH in patients with PCOS and controls.

Methods: We will obtain ovary tissue from PCOS and control patients
undergoing laparoscopic surgery or oophorectomy. Firstly, by gene
expression profiling of developing follicles ranging from early primordial
follicles, over primary and preantral follicles; we will map the basic
differences between the gene expression in controls and in patients with
PCOS, respectively. Secondly, we will establish primary granulosa and theca
cell cultures and cultures of intact follicles from eight patients with PCOS
and eight controls, in order to screen for factors affecting AMH regulation
and gene/ protein expression, including factors known to be altered in PCOS
like androgen and pituitary hormones.

The perspective behind this basic research project is to identify causative
factors of PCOS.

EFFECT OF POTASSIUM SUPPLEMENTATION ON RENAL TUBULAR
FUNCTION, AMBULATORY BLOOD PRESSURE AND PULSE WAVE
VELOCITY IN HEALTHY MAN

S.K. Matthesen, T. Larsen, H. Vase, T.G. Lauridsen, E.B. Pedersen

Departments of Medical Research and Medicine, Holstebro Regional
Hospital and University of Aarhus

Background



Potassium is the main intracellular cation, which contributes to keeping the
intracellular membrane potential slightly negative. A change in potassium
intake modifies both cardiovascular and renal tubular function.

The purpose of the trial was to investigate the effect of dietary potassium
supplementation, 100 mmol daily in a randomized, placebo-controlled,
crossover trial of healthy participants during two periods of 28 days
duration. The participants (n=21) received a standardized diet.

Methods

24-hour ambulatory blood pressure (ABP) and applanation tonometry were
used to assess blood pressure, pulse wave velocity (PWV), augmentation
index (AIx) and central blood pressure (CBP). Immunoassays were used for
measurements of plasma concentrations of vasoactive hormones: renin
(PRC), angiotensin II (Ang II), aldosterone (Aldo), atrial natriuretic peptide
(ANP), vasopressin (AVP), pro-brain natriuretic peptide (pro-BNP),
endothelin (Endo), urinary excretions of aquaporin 2 (AQP2), cyclic AMP
(cAMP), and the B-fraction of the epithelial sodium channel (ENaCg).

Results

AQP2 excretion increased during potassium supplementation, and free
water clearance fell. The changes in urinary potassium excretion and urinary
AQP2 excretion were significantly and positively correlated. Aldo increased.
GFR, u-ENaC- 3, PRC, Ang II, ANP, BNP, Endo, blood pressure and Al were
not significantly changed by potassium supplementation, whereas PWV
increased slightly.

Conclusions

Potassium supplementation changed renal tubular function and increased
water absorption in the distal part of the nephron. In spite of an increase in
aldosterone in plasma, blood pressure remained unchanged.

Po4.09 Eva Greibe BIOAVAILABILITY OF VITAMIN Bi12 IN FISH EGGS; FINDINGS OF AN
INDIGESTIBLE B12-BINDER IN RAINBOW TROUT EGGS

E. Greibel, S. Fedosov?, T.E. Petersen2, E. Nexo!

1Department of Clinical Biochemistry, Aarhus University Hospital, Aarhus
Sygehus, 2Department of Molecular Biology, Aarhus University

Intro: Foods of animal origin have high Vitamin B12 (B12) content and are
the usual dietary sources of B12. In food items, B12 is bound to a protein
matrix that is degraded in the intestine by digestive enzymes and low pH,
liberating the B12 molecule for absorption. We have characterized the B12-
binding protein in rainbow trout eggs and examined its sensitivity towards
intestinal degradation. B12-absorption - when bound to the trout protein —
was investigated in rat model.

Methods: Homogenized trout eggs were incubated with 57Co-labelled B12
(57Co-B12) and characterized with regard to B12 binding capacity, affinity
and glycosylation. The protein was purified from egg fluid by affinity
chromatography on B12-coupled sepharose. Protein stability at low pH and
against treatment with increasing conc. of chymotrypsin and trypsin was
investigated. Finally, 57Co-B12 - either free or protein-bound - was given
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orally to rats and 57Co-B12 in the feces was measured.

Results: Characterization of the Bi2-binder from trout eggs suggested a
protein with high resemblance to human HC. In accord with the features for
HC, the protein was stable at pH 2, but in contrast to HC it showed no
degradation by chymotrypsin or trypsin. Absorption studies in rats showed
that 63%, 27% and 26% of the orally administered 57Co-B12 ended up in
feces when bound to trout B12-binder, human rec. HC or unbound,
respectively. This indicates that B12 is poorly liberated from the trout binder
and therefore less assessable for absorption.

Conclusions: The findings suggest that the B12 binder in trout eggs is partly
indigestible and that the bioavailability of B12 in fish eggs may be lower than
currently expected.

Therese Koops THE RECURRENCE OF AUTISM IN DANISH FAMILIES

Grgnborg

Jacob Mgrup
Schliitter

T.K. Grenborgt, D. Schendel?, E.T. Parner!

1School of Public Health, University of Aarhus, 2National Center on Birth
Defects and Developmental Disabilities, Centers for Disease Control and
Prevention, USA

BACKGROUND: Autism spectrum disorders (ASDs) are
neurodevelopmental disorders with a strong genetic component.
Monozygotic twins have a higher recurrence risk than dizygotic twins, and
siblings of an affected child have a higher risk of ASD than the background
population. The prevalence of ASD has increased for the last two decades to
a current average of 70 per 10,000. The aim of the study is to estimate
recurrence risk of ASD in Denmark and investigate whether the recurrence
risk of ASD has changed over time. We will also compare full siblings with
half siblings.

METHODS: We consider all families where the firstborn and second-born
children are born in Denmark from 1 January 1980 through 31 December
2004, identified in the Danish Medical Birth Registry. A family is defined as
children with the same mother. We compare families where the firstborn is
diagnosed with ASD with families where the firstborn is not diagnosed with
ASD. We estimate the relative recurrence risk of ASD for the second-born
child. For further analyses, we stratify on the biological status between the
two siblings and on birth year. Diagnoses of ASDs are found in the Danish
Psychiatric Central Register using ICD-8 and ICD-10 diagnoses.

RESULTS: We find a relative recurrence risk of ASD of 6.6 (5.5 ; 7.7). The
relative recurrence risk for full siblings is 7.5 (6.3 ; 9.0), and for half siblings
(same mother, different father) the relative recurrence risk is 2.4 (1.4 ; 4.2).
More results will be ready for presentation at the PhD day 2012.

THE NUMBER OF FETAL CELLS IN MATERNAL BLOOD INCREASES
OVERNIGHT AND AFTER EXERCISE

J.M. Schliittert, I. Kirkegaard!, B. Christensen?, S. Kelvraa3, N. Uldbjerg*

1Department of Obstetrics and Gynecology, Aarhus University Hospital,
Skejby, 2FCMB ApS, Vejle, Denmark, 3Department of Clinical Genetics, Vejle
Hospital, Vejle, Denmark
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Introduction: We have established a robust method to identify and isolate a
subgroup of placental-derived fetal cells in maternal blood (fcmbs). These
cells may be used as a source of genetic information to identify Down
syndrome and other genetic disorders. A major challenge for the
implementation is that we need at least six cells for effective prenatal
screening, a number we have not achieved for all pregnant women. We
conducted a study to identify if exercise affects the number of fcmbs and if
there is a change in the number of fcmbs overnight.

Methods: Ten pregnant women carrying a male fetus at weeks 11-14 were
included. Fetal gender was obtained through analyses of free fetal DNA.
Participants stayed overnight at the hospital and performed strenuous
exercise (cycling at a pulse of 150 beats per minute for 30 minutes) early the
next morning. The number of fcmbs was assessed in 30 ml blood at 8:00
pm, 7:00 am and immediately after exercise at 7:45am.The blood samples
were processed immediately by initial isolation of fcmbs by magnetic cell
sorting followed by staining with a cocktail of fetal cell-specific antibodies,
identification and counting,.

Results: A significant higher number of fcmbs were found in the morning
compared to the evening (median: 1.5 vs. 3.5; p=0.03). Exercise resulted in a
further increase in the number of fcmbs when compared to samples taken
immediately prior to exercise (median: 3.5 vs. 6; p=0.06).

Conclusion: The number of fcmbs is significantly increased overnight as
well as after exercise. This should be taken into account when planning the
collection of fetal cells in connection with prenatal diagnosis.

CLINICAL AND BIOCHEMICAL ASSESSMENT OF HIGH SERUM
VITAMIN Bi2 LEVELS

J.F.B. Arendt, E. Nexo
Department of Clinical Biochemistry, Aarhus University Hospital

Introduction: Measurement of serum cobalamin (Cbl, Vitamin B12) is
routinely used to diagnose or rule out a suspected deficiency state.
Surprisingly, around 15% of all samples analysed for serum Cbl show values
above the reference interval of 200-600 pmol/L.

Aim: We hypothesized that an increased level of Cbl is caused by alterations
in the circulating Cbl binding proteins haptocorrin (HC) and/or
transcobalamin (TC), and that such changes may be of clinical importance.

Materials and methods: We collected 834 blood samples from patients with
serum Cbl levels: <200, 200-600, 601-1000 and >1000 pmol/L. We
excluded non-hospital treated patients, and patients in Cbl supplementation
therapy were not included in analyses of diagnoses. In-house ELISAs were
used for measurement of HC and TC. Data on diagnoses of chronic and acute
diseases and medication was obtained from the electronic patient medical
chart in the Region of Central Denmark and the Aarhus University
Prescription Database.

Results: In 38 % of patients, high Cbl levels could be associated to Cbl
supplementation. Among non-treated patients we found that high median
levels of HC were associated with high levels of Cbl, while median TC levels
stayed within reference range for all levels of Cbl. In non-treated patients
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with high HC levels, significantly higher proportions were found for
diagnoses of alcoholism, liver disease, cancer and non-malignant
bronchopulmonary disease in patients with concurrent high Cbl levels than
in patients with normal or low Cbl levels.

Conclusion: Unexplained high Cbl levels are mostly due to high HC levels
and can be associated to several diseases, most significantly alcoholism and
cancer.

HYPERTENSION AND ATHEROSCLEROSIS - THE MISSING LINK
M.B. Mortensen?, E. Badkjer2, J.F. Bentzon?

1Deparment of Cardiology and Institute of Clinical Medicine, 2Deparment of
physiology

Atherosclerosis is the leading cause of mortality and morbidity in the
Western world. It is the cause of coronary artery disease (CAD) leading to
heart attack, and also underlying a significant part of ischemic strokes.
Atherosclerosis is initiated early in life and usually develops over decades
before giving rise to clinical manifestations. In addition to the level of
hypercholesterolemia, the rate of progression is strongly influenced by other
risk factors, including hypertension. Although hypertension is known to be
one of the most important risk factors for the development of
atherosclerosis, its pathophysiological contribution to atherogenesis is not
clear.

We hypothesize that hypertension mediate its atherosclerosis-promoting
effect through changes to the extracellular matrix. In order to test this
hypothesis, we will transplant the common carotid artery (CCA) from
hypertensive and normotensive mice into normotensive gene-modified
hypercholesterolemic mice that over-express PCSKg (knock-in) and are
heterozygos for a disrupted apoE allele. These PCSK9/apoE mice are able to
accept blood vessels from wildtype mice without immunological rejection.
Atherosclerosis in the transplanted CCA is induced by applying a constrictive
collar around the distal part of the vessels. After 6 weeks, the mice are
terminated and the degree of atherosclerosis in the transplanted vessel are
then measured by histological evaluation. Any difference between the
normotensive and hypertensive group is caused by atherosclerosis-
promoting changes to the vessel wall. This study may provide insight into
the mechanism by which hypertension accelerates atherosclerosis.

MINIMAL RESIDUAL DISEASE MARKERS IN CHILDHOOD ACUTE
MYELOID LEUKAEMIA

L. Abildgaard:, H.B. Ommen?, C.G. Nyvolds, H. Hasle*

1Department of Paediatrics, Aarhus University Hospital, 2Department of
Haematology, Aarhus University Hospital, 3Laboratory of
Immunohaematology, Aarhus University Hospital

Background

Despite survival rates of about 65% with high-dose chemotherapy regimens,
many children with acute myeloid leukaemia (AML) still suffers from
relapse. Minimal residual disease monitoring can be used for long term
follow-up of patients in order to detect a molecular relapse before the patient
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develops a haematological relapse thereby broadening the window of
opportunity in order to find donors for stem-cell transplantation or start
pre-emptive therapy.

Methods

Using real-time quantitative polymerase chain reaction (RQ-PCR) the
normal expression of six potential MRD markers (WT1, PRAME, SPAGS6,
ST18, GAGED2 and MSLN) will be quantified and any possible influence of
infections or chemotherapeutic treatment on these levels will be examined.

Results

Ten samples from children with fever have been analysed. Five patients had
CRP levels above 50 mg/L (four above 100 mg/L). No patients showed WT1
expression within the detection range of the assays. MSLN were the most
expressed gene with a mean expression level of 1.21E-01, (range from 3.66E-
03 to 7.63E-01). PRAME and SPAG6 were the second most expressed genes
with expression levels of 1.61E-02 (range 7.43E-06 to 1.08E-01) and 1.50E-
02, (range 4.70E-03 to 4.43E-02). The ten patients expressed GAGED2 at a
level of 1.68E-04 (range 6.89E-06 to 4.65E-04). Only eight patients
expressed ST18 with a mean level of 5.40E-04 (range 2.26E-04 to 1.18E-03).
No correlation between CRP and gene-expression levels was found.

Conclusion

The number of analysed samples are small but several of the genes are
highly expressed in febrile patients which could reduce these genes
applicability as MRD markers.

THE VALUE OF ROUTINE FOLLOW-UP AFTER TREATMENT FOR HEAD
AND NECK CANCER

A. Pagh, C. Grauz, J. Overgaard*

1Afdeling for Eksperimentel Klinisk Onkologi, Aarhus Sygehus, 20nkologisk
afdeling D, Aarhus Sygehus

Background:

The post treatment surveillance is well integrated in the oncologic care
tradition. Regarding, in particular, the tumor of the head and neck, regular
follow-up is thought of as being indispensable. This idea has evolved because
patients are at risk of developing both a recurrence and a new primary
cancer.

Aims:

To review the failure pattern (local, regional and distant) and prevalence of
significant morbididity after treatment for head and neck cancer in Denmark
2000-2008.

To assess the activity and effectiveness of the system practice in a single
institution focusing on the clinical path after primary treatment and through
the follow-up system to termination, recurrence or death.

To assess the outcome of the follow-up activity and effectiveness in a 6 weeks
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period in all Danish head and neck oncology clinics.
Hypothesis:
Salvage treatment is helpful.

The prevalence of severe morbidity after primary curative intended
treatment is negligible.

The majority of recurrences are patient-detected.

The expenses for the 5 year follow-up might be too high compared to the
gain of it.

No significant improvement in disease free or overall survival in the
physician-detected versus the patient-detected recurrences.

Project 1: A retrospective population based DAHANCA register study of
7000 patients treated for head and neck cancer in the period 2000-2008

Project2: A medical chart review of patients treated with curative intention
at Aarhus University Hospital during a three month time period in 2007
(N=50).

Project 3: A prospective cross section cohort of patients seen in the follow-up
clinic after treatment for SCC during a 6 weeks period will be included
(N=850).

EFFECTS OF ARABINOXYLAN COMPARED WITH BETA-GLUCAN AND
WHOLE GRAIN BREAD ON GLYCAEMIC CONTROL IN DIABETIC RATS

M.L. Hartvigsen!, P.B. Jeppesen!, S. Gregersen?, H.N. Laerke2, K.
Hermansen!

1Department of Endocrinology and Metabolism MEA, Aarhus University
Hospital, 2Department of Animal Science, Aarhus University

Background and aim:

Arabinoxylan (AX) is a major component of dietary fiber in cereal grains.
The acute and short-term ingestion of AX has been shown to improve the
glycaemic control in subjects with type 2 diabetes (T2D).To compare the
glycaemic impact of long-term consumption of a diet rich in AX with diets
rich in beta-glucan (BG), rye bread with whole kernels (RK), rye bread with
milled kernels (RMK), and a control diet consisting of white bread (WB)
using a T2D model of Zucker Diabetic Fatty (ZDF) rats.

Methods:Using a parallel design, male ZDF rats (n = 12 per group) were fed
diets containing chopped bread of AX, BG, RK, RMK and WB for 7 weeks.
Fasting plasma glucose, insulin, glucagon, lipids, and HbA1c were measured.
Insulin sensitivity was assessed using OGTT and HOMA index. At the end of
the study specific tissues were collected for gene expression analysis.

Results:Diets with AX, RK and RMK resulted after 7 weeks in decreased
fasting glucose (P<0.001), HbA1c (P<0.001), and insulin sensitivity using
OGTT (P<0.001) compared to WB. Plasma insulin was increased in rats fed
with AX, RK, and RMK compared to WB and also AX compared to BG
(P<0.001). Rats fed with AX and RMK achieved an improved p-cell function
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(HOMA-B) compared to rats fed with WB and BG (P<0.001).

Conclusion: 7-weeks interventions with diets rich in AX or RMK improve
the glycaemic control equally in ZDF rats. A diet with RK results in a
comparable effect, but this is not reflected in the HOMA-[ index. Detailed
analysis of gene expression will provide an insight into mechanisms of action
of the fibers.

EVALUATION OF THE EFFECT OF THREE DIFFERENT INOTROPIC
SUPPORT STRATEGIES IN THE NORMAL AND STUNNED NEWBORN
PIGLET HEART ON HEMODYNAMICS AND MYOCARDIAL
METABOLISM.

J.A. Hyldebrandt:, L.M. Kolstrup?, L.D. Colding, J. Heiberg?, S.
Rothmann?, C.A. Frederiksen!, M.R. Schmidt2, H.B. Ravn?

Department of Anaesthesia and Intensive Care, Aarhus University Hospital,
2Department of Cardiology, Aarhus University Hospital, Skejby

Objectives:Evaluation of the effect of three inotropic strategies on
hemodynamics and metabolism in a neonatal piglet model with normal or
stunned right ventricular myocardium. Methods: Piglets (2-4 days) had
pressure-volume catheters inserted in both ventricles. Microdialysis
catheters were inserted in the myocardium and metabolites were measured
in the dialysate. In half of the animals stunning of the right ventricle was
induced by 10 cycles of 3 minutes of ischemia induced by a tourniquet
around the right coronary artery, followed by a 3 minutes of reperfusion.
Animals were infused for three hours with either: Dobutamin (DO),
milrinone and adrenalin (MA) or dopamine and milrinone (MD) or isotonic
saline.Results: In the normal functioning hearts, heart rate increased
significantly in all intervention groups, but no significant change was
observed in CO. Contractility was increased by MA only, but diastolic
function was significantly improved by DO and MA. Lactate concentration
increased significantly in RV and LV microdialysate samples, myocardial
biopsies and plasma in the MA treated animals. In the stunned right
ventricle lactate increased after ischemia-reperfusion. Results from
microdialisys and pre and afterload independent measurements of
contractility are pending analysis. Conclusions: In the normal myocardium
the three inotropic strategies were comparable with respect to effect on
hemodynamics. MA had the most pronounced effect on contractility. Results
from the stunned right ventricle are pending analysis.

ANO-RECTAL FUNCTION IN PATIENTS WITH PROSTATE CANCER
FOLLOWING RADIOTHERAPY OR RADICAL PORSTATECTOMY

S.E. Petersent, K. Emmertsen2, M. Borre3, L. Bentzen!, L. Lundby?, M.
Hoyer?

1Department of Oncology, Aarhus University Hospital, 2Department of
Surgery P, Aarhus University Hospital, 3Department of Urology, Aarhus
University Hospital

Background: Patients receiving radiotherapy (RT) for prostate cancer (PC)
may suffer from bowel dysfunction due to irradiation of the rectum. We
evaluated the ano-rectal function using a novel scoring system for evaluation
of bowel dysfunction.
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Materials and methods: We conducted a cross-sectional study based on a
patient administrated questionnaire. The questionnaire consisted of
questions formed at The Department of Surgery, Aarhus University
Hospital. A condensed ano-rectal dysfunction score (ARD) consisting of 5
items (fecal frequency, urgency and incontinence, clustering of stools and
soiling) is extracted from the questionnaire. The study included 372 PC
patients treated with RT from 1999-2007 and 249 patients treated with
radical prostatectomy (RP) from 2005-2007 at Aarhus University Hospital
with at least 3 years follow-up time.

Results: A total of 90% (564 patients) returned the questionnaire. 42%
(135/323) of the patients treated with RT and 20% (42/214) of the patients
treated with RP reported minor or moderate ARD (OR=2.95 (95% CI: 1.97-
4.42; p<0.001)). Rectal bleeding (OR=4.81 (95% CI: 2.95-7.83; P<0.0001)),
fecal urgency (OR=3.96 (95% CI: 2.66-5.90 P<0.0001)) and fecal
incontinence (OR=3.16 (95% CI: 2.05-4.88; P<0.001)) were more frequent
in the RT group compared to the RP group. A ROC-analysis revealed that the
ARD score correlated significantly with QL (sensitivity 68%; specificity
79%).

Conclusion: The risk of rectal bleeding, urgency, and fecal incontinence was
significantly higher in RT patients compared to RP patients and a condensed
score covering 5 items on ano-rectal dysfunction correlated significantly
with patients QL in RT patients.

DIFFUSION WEIGHTED MRI (DWI) FOR BRACHYTHERAPY IN
LOCALLY ADVANCED CERVICAL CANCER — DETERMINING THE
DEGREE OF DISTORTION AT 1.5T AND 3T MRI

S. Haack? 3, S.N. Jespersen2, L. Fokdals, J.C. Lindegaards, J.F. Kallehauge4,
E.M. Pedersens

1Dept. Of Clinical Engineering, Region Midt, Denmark, 2CFIN, Aarhus
University Hospital, Aarhus, Denmark, 3Department of Oncology, Aarhus
University Hospital, Aarhus, Denmark, 4Department of Medical Physics,
Aarhus University Hospital, Aarhus, Denmark, sDepartment of Radiology,
Aarhus University Hospital, Aarhus, Denmark

Diffusion Weighted MRI (DWI) enables identification of tissue with high
cellular density such as tumors. This makes DWI a potentially valuable tool
in oncology imaging for both diagnostic imaging and monitoring of
treatment. Locally advanced cervical cancer is usually treated with
brachytherapy using an intracavitary applicator. MRI guided brachytherapy
can be performed by imaging with the applicator in place prior to dose
planning and treatment. This study evaluates the amount of distortion in
DW images in vivo at both 1.5T and 3T MRI. DWI was performed in six
patients at 1.5T MR and in four patients at 3T MRI. All MRI examinations
were performed with the plastic applicator for brachytherapy in place. The
cervix and lower uterus was manually contoured on T2 weighted images
(T2W) and on DW images with b-value = 0 s/mm2. The contours were
compared by calculating the Jaccard similarity coefficient (the common area
compared to the union area). The center of the applicator tandem was
identified and marked on T2W and DW images and the difference was
calculated. The Jaccard coefficient (mean + std.dev.) was 73.6 + 8.3 (1.5T )
and 67.6 + 12.7 (3T). The difference between the location of the tandem
center was (mean + std.dev.) 2.2 + 1.2 mm (1.5T) and 1.6 + 0.93 mm (3T). If
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DW images should be used dose planning of brachytherapy the shift and
distortion should be corrected to match the morphological images

GENOME-WIDE TAG-BASED PROFILING FOR MEASUREMENT OF DNA
METHYLATION, COPY NUMBER VARIATION AND GENE EXPRESSION

X. Lint2,J. Lit-2, L. Bolund® 2

[nstitute of Biomedicine,Aarhus University, 2The Sino-Danish Breast
Cancer Research Center

Better understanding of the gene regulation mechanism depends on precise
characterization of the effects of DNA methylation and copy number
variation (CNV) on gene expression. We describe a tag-based technical
platform combined with massively parallel DNA sequencing platform. This
platform consists of three types of tag-profiling methods: 1. modified DNA
methylation-specific digital karyotyping (MMSDK), 2. digital karyotyping
(DK) and 3. digital gene expression (DGE), allowing low-cost, ultra-deep and
genome-wide mapping of DNA methylation, CNV and transcriptome,
respectively.

The first step in the three types of tag-profiling is to sample genomic loci. In
MMSDK, we first select loci by the digestion with a methylation-sensitive
restriction enzyme; In DK, they are selected by digestion with a DNA
methylation-insensitive enzyme; In DGE, mRNA is converted to cDNA. Thus
the resulting DNA and cDNA from the first step in the three types of tag
methods is cleaved with Nlalll. Short fragment tags (20~21 nucleotides) are
obtained by a tagging enzyme (Mmel). The tags are amplified by PCR with
adaptor-specific primer, followed by direct, massively parallel sequencing.
Additionally, an index system has been developed for the tag-profiling
method to allow multiplexed sequencing.

A series of breast cancer cell lines, which have developed resistance to
endocrine therapy during different forms of selection, are now under
investigation. With the tag-based platform, we can simultaneously obtain
genomic, epigenomic and transcriptomic profiles for these samples, thus
gaining knowledge about genome wide cis-regulation and dysregulation as
well as the mechanisms leading to drug resitance.

Po5.09  Christina Gade THE INFLUENCE OF CARDIOVASCULAR MORBIDITY ON THE

PROGNOSIS OF PROSTATE CANCER. EXPERIENCE FROM A 12-YEAR
NATIONWIDE DANISH POPULATION-BASED COHORT STUDY.

C.G. Jespersent2, M. Norgdrd2, T.E.B. Johansen!, M. Segard?, M. Borre!

1Department of Urology, Aarhus University Hospital, 2Department of
Clinical Epidemiology, Aarhus University Hospital

Background

To determine the impact of pre-existing ischemic heart disease (IHD) and
stroke on overall survival in prostate cancer patients.

Methods

We conducted a cohort study of patients with incident prostate cancer
registered in the Danish Cancer Registry from 1997 through 2008. We
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identified patients diagnosed with ITHD or stroke prior to the date of prostate
cancer diagnosis in the Danish National Patient Registry. We constructed
Kaplan-Meier curves to analyze time to death and Cox regression was used
to estimate 1- and 5-year mortality rate ratios (MRRs) to compare mortality
rates by pre-existing IHD or stroke status, adjusting for age, stage,
comorbidity, and calendar period.

Results

Of 30,721 prostate cancer patients, 4,276 (14%) had a history of IHD and
1,331 (4%) a history of stroke. Crude 1- and 5-year survival rates were 85%
and 44% in men without preexisting IHD or stroke, 81% and 36% in men
with preexisting ITHD, and 78% and 27% in men with pre-existing stroke.
Adjusted 1- and 5-year MRRs were 1.03 (95% confidence interval (CI) 0.95—
1.12) and 1.05 (95% CI 1.00—1.10) for patients with IHD and 1.12 (95% CI
1.00-1.27) and 1.20 (95% CI 1.12—1.30) for patients with stroke compared
with patients without pre-existing ITHD or stroke.

Conclusions

A history of IHD had minimal impact on mortality in prostate cancer
patients, whereas 5-year mortality was 20% higher in prostate cancer
patients with pre-existing stroke compared to those without IHD or stroke.
These results highlight the importance of differentiating between various
comorbidities.

FEASIBILITY OF APPLYING ONE TREATMENT PLAN FOR SUCCEEDING
FRACTIONS IN IMAGE GUIDED BRACHYTHERAPY IN CERVIX CANCER

S. Mohamed!, S.K. Nielsen2, L.U. Fokdal, J.C. Lindegaard!, K. Tanderup*

Department of Oncology, Aarhus University Hospital, 2Department of
Medical Physics, Aarhus University Hospital

Aim: Optimal image guidance requires imaging and planning for each
brachytherapy (BT) fraction. This study explores the feasibility of limiting
dose optimisation to the first fraction (BT1) and applying the same plan for
the second fraction (BT2).

Material & Methods: 71 patients (pts) with cervical cancer were reviewed.
Pulsed dose rate BT was initiated after about 4 weeks of external beam
radiotherapy, with an intracavitary (IC) tandem-ring applicator alone or
combined with interstitial needles (IC/IS). The target volumes and organs at
risk (OAR) were delineated according to GEC ESTRO guidelines. For
patients with the same applicator geometry the optimised BT1 plan was
copied to BT2 with no further optimisation (single plan scenario). Dose
volume histogram (DVH) parameters for full optimisation were compared to
those of the single plan scenario.

Results: 31/41 IC and 4/30 IC/IS pts had the same applicator geometry in
both fractions. For the 31 IC pts, mean DVH parameters were comparable
between full optimisation and single plan scenario. Only D1oo and V100 for
the high risk clinical target volume (HR CTV) were significantly different.
2/31 pts would receive HR CTV dose marginally less than 85 Gy (84 Gy) for
single plan scenario. OAR planning aims were fulfilled for all with a single
plan, although 5/31 pts would receive between 3 Gy and 10 Gy extra to the
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D2cc (bladder, rectum).

Conclusion: For IC BT, comparable mean DVH parameters with the single
plan, although individual benefit of full optimisation was still observed for
some pts. Individual optimisation for each brachytherapy fraction is
recommended for high precision brachytherapy when interstitial needles are
used.

DETERMINATION OF BRAIN TOXICITY AFTER RADIOTHERAPY USING
ADVANCED 3T MRI.

S. Ravni, M. Holmbergs, P. Serensen4, J. Frokjeer, T. Christensent, J. Carlz

Department of Radiology, Aalborg Hospital / Aarhus University Hospital,
2Department of Medical Physics, Oncology, Aalborg Hospital / Aarhus
University Hospital, 3Department of Oncology, Aalborg Hospital / Aarhus
University Hospital, 4Department of Neurosurgery / Aarhus University
Hospital

Background:

Approximately 1000 new cases of primary brain tumours are diagnosed in
Denmark each year. The main treatment objective is to remove/destroy as
much tumour tissue as possible, using surgery and/or radiation and chemo
therapy, without damaging healthy tissue.

Today there is very little knowledge regarding dose-limits in radiation
therapy (RT) towards the different functional areas of the brain, mainly
because conventional MRI doesn’t allow us to visualize these areas. As a
consequence we treat all normal appearing tissue as being equally important
for the patients” wellbeing.

Objective:

To investigate if a correlation can be identified between brain toxicity after
RT to healthy tissue and changes in tissue characteristics measured with
advanced MRI.

Material and Methods:

53 patients who have received RT directed towards the brain more than 1
year ago at Aalborg Hospital are invited to participate. Patients with any
contraindication to MRI examination with contrast will be excluded.

Each MRI-exam consists of: 1 anatomical 3D sequence, 3 functional
Magnetic Resonance Imaging (fMRI) sequences (1 sequence for each
paradigm - language, right and left hand), 1 Diffusion Tensor Imaging (DTI)
sequence (for visualization of the arcuate fasciculus and the pyramidal
tracts), 1 Diffusion Weighted Imaging (DWI) sequence and 1 Perfussion
Weighted Imaging (PWI) sequence.

The functional areas delineated with fMRI and DTTI will be investigated with
DWI and PWI and the RT dose received by each area will be compared with
the DWI, DTI and PWI measurements.

Results:
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Preliminary results on the first 6 patients will be presented.

VITAMIN D3 SUPPLEMENTATION IN THE WINTER LOWERS
DIASTOLIC BLOOD PRESSURE IN PATIENTS WITH HYPERTENSION
AND VITAMIN D DEFICIENCY

T. Larsen, F.H. Mose, O. Aagaard, E.B. Pedersen
Departments of Medical Research and Medicine, Holstebro Hospital
Purpose

In the northern hemisphere vitamin D deficiency is highly prevalent during
winter months, and observational studies have associated hypertension with
poor vitamin D status. We tested the hypothesis that vitamin D
supplementation in the winter lowers 24-hr ambulatory blood pressure
(ABP) in patients with hypertension.

Methods

A daily oral dose of 75 mcg cholecalciferol was investigated in a randomized,
placebo-controlled, double-blinded study in patients with hypertension.
Before and after 20 weeks of treatment (fall and spring, resp.), ABP
measurement and applanation tonometry (SphygmoCor®) were performed,
and blood was drawn for biochemical analysis.

Results

112 patients (mean age 61+10) with a baseline p-25-OHD of 57+26 nmol/1
completed the study. Compared with placebo, cholecalciferol caused a
significant increase in p-25(OH)D (62 nmol/l, p<0.001) and p-Ca** (0.01
mmol/], p<0.05), and a significant suppression of p-PTH (0.97 pmol/l,
p<0.001). Central systolic and diastolic BP was reduced 6.8 mmHg
(p=0.007) and 1.7 mmHg (p=0.15), resp. However, no significant differences
were observed in overall ABP. In patients with p-25(OH)D

CAPE: CO-EXPOSURE OF AIR POLLUTION AND ALLERGENIC POLLEN

P.V. Orby:, V. Schliinssen?, J. Bonlokke?, C.S. Ambelas?, O. Hertel2, T.
Sigsgaard:

1Dept. of Public Health, Unit of Environmental and occupational medicine,
Aarhus University, 2Dept. of Environmental Science, Science and
Technology, Aarhus University

10% of the population in Denmark is suffering from a pollen allergy, and yet
this is a neglected research area. Research related to pollen allergies is often
cross disciplinary, and the aim of this project is to increase knowledge about
pollen allergies by combining two main research fields at Aarhus University;
Public Health and Atmospheric Environment.

The research in the area of public health involves human exposure studies of
dose-response relationships for grass and birch allergens. The study is
performed before, and at the end of the pollen season, to evaluate the
priming effect.

Previous studies have shown that components in air pollution can increase
allergic response. To examine this effect co-exposure studies with allergens
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and ozone will be performed.
All exposure studies are carried out in a climate chamber.

The research within the atmospheric environment area involves analysis of
the local variation of pollen levels. Results from 3 pollen traps in Aarhus
show that the local pollen counts on days with clinically relevant pollen
levels are not correlated to the counts measured in Viborg. This suggests that
high grass pollen levels are a local phenomenon. This must be taken into
account in clinical assessments.

A clinical relevant description of local grass pollen levels require precise
information on the location of the sources, and how the pollen from these
sources disperse in the atmosphere. This project will therefore also produce
pollen source maps for the city of Aarhus.

The results from this project will get us one step further towards an
improved individualised pollen exposure system for research and daily
warnings to the public.

FACTORS ASSOCIATED WITH WORK OUTCOME FOR SURVIVORS
FROM HEMATOLOGICAL MALIGNANCIES — A SYSTEMATIC
LITERATURE REVIEW

T.A. Horsboel

Department of Haematology, Aarhus University Hospital and Department of
Research and Development, “Marselisborg Centret”, Central Denmark
Region, Aarhus, Denmark

Introduction Recent years have seen a growing number of survivors from
hematological malignancies. Previous studies have suggested that this
patient group may be facing an increased risk of delayed return to work,
unemployment, reduced work ability, and early retirement. To enable early
assessment and intervention to prevent survivors from losing their
connection to labour marked, factors associated with work outcome must be
identified. This systematic review was performed to provide an overview of
these factors.

Methods A systematic search of literature on work outcome and
hematological malignancies was conducted. All potentially relevant studies
were reviewed and nine relevant studies were critically appraised.

Results Eight studies met the inclusion criteria and 21 different factors were
evaluated for their association with work outcome. The reviewed studies
differed in terms of design and study characteristics and the reported results
differed between prospective studies and cross-sectional studies. No general
trends could be discerned from the review and we found no consistency
between reported results.

Discussion/conclusion It is difficult to draw conclusions on the association
of single factors with work outcome. However, this review pinpointed a
number of factors that may inform future studies. Such future studies should
preferably be designed as prospective studies that also include cancer-free
individuals. Work outcomes must be well-defined and recorded with valid
methods, e.g. social registers, if possible.
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SCREENING FOR DOWNS SYNDROME AND THE SOCIAL
CONSTRUCTION OF 'INCREASED RISK'

S. Lou
Institute of Public Health, Aarhus University
Background

In Denmark, all pregnant women are offered a risk assessment for Downs
Syndrome and every year, approx. 3,000 pregnant women receive a message
that their fetus is at increased risk for Downs syndrome or other
chromosomal abnormalities. These pregnant women are offered a chorionic
villus sample, which gives a conclusive answer but also involves a 1% risk of
abortion by miscarriage.

An increased risk for Downs Syndrome leaves pregnant women in an
unexpected and complex situation, with few definite answers. It is the start
of a stepwise clarification of the fetus’ health. We lack knowledge of how
health professionals and pregnant women perceive and handle these
complex processes where both medical, ethical and personal perspectives are
at stake. What are the concerns and needs of pregnant women in this
situation, and what are the professional, medical practices and perspectives?

Aim

An anthropological analysis of the social construction of increased risk for
Downs Syndrome and processes following this.

Materials and methods

The study's exploratory perspective calls for a qualitative, anthropological
research strategy and methodology. One year of anthropological fieldwork
will be carried out at an ultrasound clinic. Data collection oscillates between
participant observation, qualitative interviews and tentative analysis in
order to generate a dynamic exchange between data material and theoretical
perspectives.

Perspectives

To generate knowledge that will contribute to the continued development of
medical practice in order to minimize pregnant womens' worries, concerns
and insecurities during and after an increased risk for Downs Syndrome.

PRESENTATION OF A PH.D. PROJECT: MEDICO-LEGAL AUTOPSY AS A
TOOL TO IMPROVE MORTALITY STATISTICS AND HEALTHCARE:
COMPARING PRACTICES IN DENMARK AND IN FINLAND.

S. Ylijoki-Serensent, A. Sajantilaz, H. Boggilds, L. Warner Thorup Boel*
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[nstitute of Forensic Medicine, Aarhus University, 2Institute of Forensic
Medicine, Helsinki, Finland, 3Public Health Medical Officers of Northern
Jutland, National Board of Health

Background: The medico-legal practices differ much in Finland and
Denmark. The average medico-legal autopsy rate in Finland is around 24%
of all deaths, while in Denmark it is around 3%, meaning Denmark has the
lowest frequency of medico-legal autopsies in the Nordic countries, while
Finland has the highest.

Hypothesis: The low medico-legal autopsy rate in Denmark could possibly
mean that mortality statistics are not correct in Denmark. As a consequence,
important knowledge of diseases is not obtained, which can cause a sub-
optimal diagnosis and treatment of these diseases. On the contrary, the high
medico-legal autopsy rate in Finland is likely to give a higher degree of
certainty regarding the description of death.

Aim: 1) To describe the history of medico-legal legislation and compare
mortality statistics in Denmark and Finland in the period 1995-2005, 2) to
compare causes and manners of medico-legal deaths with or without
autopsy, in a one year prospective period, at the Forensic Institute of Aarhus
University, Denmark and the Forensic Institute of Helsinki University,
Finland, and to analyze any discrepancies between them.

Conclusion: Currently the value of medico-legal autopsies has not been
investigated in any great detail with regard to sudden unexplained death.
This study will examine the contribution of such procedures.

CLINICAL DECISION MAKING IN OUTPATIENT MENTAL HEALTH
CARE

M. Krogsgaard Bording?, P. Munk-Jorgensen?, B. Puschner2, S.P. Olesen3

1Unit for Psychiatric Research, Aalborg Psychiatric Hospital, Aarhus
University Hospital, 2Department of Psychiatry II, Ulm University,
3Department 1 - Department of Sociology, Social Work and Organisation ,
Aalborg University

Clinical Decision Making in Outpatient Mental Health Care

Introduction: The major reason for lack of knowledge on outpatient
treatment in mental health is that research on clinical decision making in
health care has primarily focused upon well-defined situations in physical
conditions, while there has not been research in clinical decision making in
people with schizophrenia with its high demands on treatment adherence
and therapeutic relationships.

Objective: This study is about clinical decision making in outpatient mental
health care with specific focus on patients diagnosed with schizophrenia.

Aims of the study: To identify the style of decision making between patient
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and therapist (paternalistic, shared and informed). Investigate the patient’s
understanding of the decision making and identification of factors leading to
this understanding. Furthermore the study will include an analysis of style of
decision making as a possible predictor of adherence to treatment.

Methods: The study is an open, explorative study using a combination of
both qualitative and quantitative methods. The study population consists of
severe mentally ill outpatients diagnosed with schizophrenia. Data consist of
questionnaires, field observation and patient interviews.

Expected results: Specifications of primary areas for further improvement
in CDM is an expected result of the study. Recommendations will be
extracted and formulated from the study data to implement elements of best
practice in CDM in the routine care for people with schizophrenia in
particular and severe mental illness in general. The explicit focus will
contribute to strengthening of the patient perspective.

MECHANISMS OF NANOSILVER TOXICITY
R. Foldbjerg, H. Autrup

Environmental and Occupational Medicine, Nano Safety Group, Aarhus
University

The rapid development of nanotechnologies has been accompanied by an
increased concern for the safety of nanomaterials and consequently the
number of publications on nanotoxicology has increased rapidly. However,
inadequate characterization of the investigated nanomaterials has obscured
risk assessment. Today, nanosilver is used in more manufacturer-identified
consumer products than any other nanomaterial. A major concern is the
possibility that these materials possess novel physico-chemical properties
compared to the bulk counterparts. Our in vitro data in cultured human cells
suggest that the toxicity of nanosilver is comparable to that of silver ions.
From a mechanistic perspective, ROS generation and oxidative stress,
demonstrated by the hierarchical oxidative stress paradigm, is a generally
accepted model to explain the toxic effects of various types of nanoparticles.
We have previously reported that both silver ions and silver nanoparticles
induce ROS, apoptosis and necrosis in A549 and THP-1 cells. This increase
was found to correlate with increased gene expression of stress-related genes
(e.g. HO-2 and HSP70). Thus, to further compare the effect of silver ions and
nanosilver on gene expression, global gene arrays were conducted and the
results revealed very similar profiles of the two compounds at EC20 doses
after 24 h. These findings indicate the importance of evaluating the toxic
contribution of nanoparticle dissolution. Furthermore, preliminary data
suggest that NP mediated toxicity is higher in murine cell lines compared to
their human counterparts. This information could be of importance when
risk assessment is based upon animal experimentation.

PARENTAL SOCIOECONOMIC STATUS AND CHOICE OF EDUCATION
AMONG DANISH ADOLESCENTS -THE INFLUENCE OF PERSONAL AND
FAMILY CHILDHOOD CONDITIONS.
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T.N. Winding', M. Labriolal, J.H. Andersen!, E.A. Nohr?

Department of Occupational Medicine, Herning Regional Hospital,
2Department of Clinical Epidemiology, Aarhus University Hospital

Background: Socioeconomic status is strongly linked to educational
attainment. One of the most consistent predictors of children’s level of
educational attainment is their parents’ level of educational attainment.

It has previously been shown that personal determinants as well as family
determinants are connected to educational attainment among adolescents,
but it is unclear to what degree it is maintained in a Danish youth population
and to what degree personal and family determinants can explain a possible
association between parental socioeconomic status and choice of education
after public school.

The primary aim of this study is to examine the association between
parental socioeconomic status measured as parental educational level and
income and educational attainment after public school among Danish
adolescents. The secondary aim is to investigate to what degree this
association is influenced by parental disability pension, whether a child was
brought up by one or two adults, and intellectual performance when
finishing public school.

Methods: Study participants are all adolescents born in 1989 (n=3687)
living in Ringkegbing County, Denmark. Information will be collected
through linkage between different national registers (Danmarks Statistik
and DREAM - a register of all public transfer payments). The primary
outcome is choice of education after public school.

Data will be analysed with use of appropriate regression methods.

AN AMBIGUOUS RELATIONSHIP — A QUALITATIVE META-SYNTHESIS
OF HOSPITALIZED PATIENTS’ EXPERIENCE OF INTERACTION WITH
FELLOW PATIENTS.

L.S. Larsen® 2, B.H. Larsen?, R. Birkelund!

1Dept. Nursing Science, Aarhus University, 2Centre of Nursing Science,
Viborg

Background: The significance of social interaction is commonly discussed
and intensively studied as a substantial concept in the nursing profession.
Interaction is inherent to nursing care and acknowledged as such. The
patient-patient relationship has been studied in psychiatric settings since the
early 1960s; but interestingly, social research conducted in hospital settings
has prioritised examination of interaction between patients and doctors,
patients and nurses, and patients and relatives over patient-patient
interaction.

Aim: To provide an understanding of patients’ significance to fellow patients
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during hospitalisation.

Methods: We conducted a qualitative meta-syntheses of literature that
described empirical investigations of patients interaction with fellow
patients during hospitalization. We searched the online databases:
Bibliotek.dk, CINAHL, PubMed (Medline), CSA and Psychinfo, using the

search terms “fellow patients”, “social interaction”, “interpersonal
» o«

relationship”, “camaraderie”, and “patients’ experience”. Six qualitative
studies were included.

Findings: Available empirical evidence pointed to fellow patients'
experiences as an enforced hospitalization condition, as a care provider, as a
provider of humoristic breaks, as an expert on disease and hospital life and
as a carrier of hope. The interaction was mainly experienced as positive but
negative experiences with fellow patients were present.

Conclusion: The relatively sparse literature pertaining to patients’
interaction to fellow patients, largely indicated patients to care for each
other. Furthermore, the relationship seemed ambiguous and with both
positive and negative experiences.

PHYSICAL ACTIVITY IN PATIENTS WITH FIRST-EPISODE
SCHIZOPHRENIA

L. Nyboe, P. Videbech
AUH, Risskov, Centre for Psychiatric Research
Introduction:

The metabolic syndrome (MetS) is a cluster of factors significantly
increasing the risk of cardiovascular disease and type 2 diabetes and MetS is
highly prevalent in patients with schizophrenia. Besides the metabolic side
effects of antipsychotic medication physical inactivity might also increase the
risk of developing MetS.

One aim of the study “Metabolic syndrome in patients with first-episode
schizophrenia” is to investigate the independent risk of physical inactivity in
developing MetS.

Methods and material:

All patients consecutively assigned to The OPUS project and in-patients in
The Region of Midtjylland (Denmark) having an ICD-10 diagnosis of first —
episode schizophrenia (18-40 years) is the population of interest. In
comparison in-patients with ICD-10 diagnosed depression and healthy
controls matched on age, gender and level of education are also included.

Assessments are made at inclusion and 1 year follow-up.

Among other assessments the level of physical activity as well as physical
fitness is assessed using The Physical Activity Scale (PAS): respectively,
Aastrands physical fitness-test.

Results:

The study’s preliminary results on physical activity-levels in 55 patients with
first-episode schizophrenia and 27 patients with depression will be
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presented and discussed. Furthermore findings from follow-up will be
presented.

HBA,cAS PREDICTOR OF MORBIDITY AND ALL-CAUSE MORTALITY IN
PEOPLE WITH TYPE 2 DIABETES. A DANISH POPULATION-BASED
OBSERVATIONAL STUDY

M.V. SKRIVER, H. Stovring, J.K. Kristensen, M. Charles, A. Sandbzek
Department of Public Health, Aarhus University
BACKGROUND

The evidence for recommending individuals with type 2 diabetes to strive
toward a HbA,. level below a certain value is growing. However, information
from population-based studies are sparse. Since 2003 the National Board of
Health, Denmark have recommended intensive antiglycaemic treament
aimed at reducing HbA,. to less than 7% to all individuals with type 2
diabetes.

AIM

In a population-based setting, with inclusion of all individuals with type 2
diabetes, to investigate whether people with a HbA,.level below 7% have
lower diabetes related morbidity and/or all-cause mortality than those with
a HbA,.level above 7%.

MATERIALS AND METHODS

Individuals with type 2 diabetes were identified with a dedicated validated
algorithm, from public data files in Aarhus county, Denmark. In total 17,760
individuals with type 2 diabetes who had at least one HbA,. mesurement and
who were identified in the years 2001-2003 were included in this study.
HbA,. level was defined as the average for each individual of all HbA,.
measurements in the year of the first registered HbA,. measurement.
Information of morbidity, death, emigration and prescriptions was obtained
by record linkage with Danish Registers. Survival was estimated by the
Kaplan-Meier method and possible excess morbidity and/or mortality for
those with a HbA1c above 7% compared to those with a HbAc below 7% were
estimated using Cox proportional hazard models.

RESULTS AND CONCLUSION

After adjustment for age, sex, comorbidity and non-awareness, a HbA, level
above 7% increased mortality and diabetes related morbidity. The impact of
HbA,. level on mortality depend on whether individuals recieve glucose
lowering therapies or not.

MATERNAL STRESS BY LIFE EVENTS DURING PREGNANCY AND RISK
OF OVERWEIGHT OFFSPRING AT THE AGE OF 9-11 YEARS OLD
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L. Hohwiit, J. Li2, T.B. Henriksens3, C. Obel!

1Section of General Medical Practice, Department of Public Health, Aarhus
University, 2Section for Epidemiology, Department of Public Health, Aarhus
University, 3Department of Pediatrics, Aarhus University Hospital

Introduction: Today, every fifth child in Denmark is overweight caring an
increased risk of developing diabetes and cardio vascular diseases later in
life. We have recently found that severe stress from bereavement around
gestation was associated with a higher risk of overweight during school age.
We aim to test the association between more common stress by life events
during pregnancy and overweight in the offspring.

Material & Methods: We followed a cohort of children (n=3899) born 1990-
92 at the Dept. of Obstetrics, Aarhus University Hospital from 16th
gestational age until the age of 9-11 years. Twice during pregnancy the
mothers were asked to report stressful life events using the Newton Life
Events questionnaire. Height and weight of the child were collected at birth
and in 2001. We considered children with a BMI>20 kg/m2as being
overweight. We present data for the association using logistic regression.

Results: We found a dose response association between number of stressful
life events and the risk of overweight. Children born of women, who
experienced stress of three life events or more, had a higher risk of
overweight (Odds ratio 1.69 [95% CI: 1.04 — 2.72], controlled for gender).

Conclusion: Maternal stress during pregnancy was associated with higher
risk of overweight in the offspring. Further analyses are needed to rule out
potential confounding.

IDENTIFYING KEY TOPICS FOR A DESCRIPTION OF SEXUAL
BEHAVIOR AMONG DANISH ADOLESCENTS: A QUALITATIVE STUDY

M.J. Jorgensent 3, H.T. Maindal?, F. Olesen3, B. Andersen?

1Department of Public Health Programs, Randers Regional Hospital, Central
Region Denmark, 2Section for General Medical Practice, Department of
Public Health, Aarhus University., 3The Research Unit for General Practice,
Department of Public Health, Aarhus University.

Background: Surveying sexual behavior in the general population serves to
identify critical points, monitor the effects, and interpret changes in the
spread of sexually transmitted infection.

Aim: The aim of this qualitative study was to identify points of particular
importance to adolescents’ sexual behavior in order to initiate and design a
behavior surveillance programme in Denmark.

Methods: We conducted four semi-structured focus group interviews with a
total of 19 sexually experienced adolescents aged 18 to 23. Boys and girls
were interviewed separately. Each group contained pupils from one Danish
Folk High School, but with different social and educational backgrounds.
The interview guide was developed from literature reviews and hypotheses
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based on years of experience with sexually transmitted infections. Data were
transcribed verbatim and analyzed using qualitative description.

Results: Four major categories of risk behavior were identified: alcohol
consumption is associated with “no condom use”; nights on the town and
meetings in foreign countries or at festivals are associated with one night
stands and often lead to unsafe sex; low self-esteem increases the risk of
pushing one’s personal boundaries, thus resulting in promiscuous sexual
behavior; and increased sexual experience is associated with a lack of
condom use.

Conclusion: Danish adolescents identified four key elements that could lead
to unsafe sex. These results differed slightly from our expectations and will
be included in a sexual behavior questionnaire to describe important
elements influencing the sexual behavior of adolescents.

BIRTH WEIGHT (BW), GESTATIONAL AGE (GA), AND INFANTILE
COLIC (IC) - THE DANISH NATIONAL BIRTH COHORT

I. Milidou?, C. Sendergaard?, M.S. Jensens3, J. Olsen4, T.B. Henriksen?

1Department of Pediatrics, Herning Regional Hospital, Denmark, 2Perinatal
Epidemiology Research Unit, Aarhus University Hospital Skejby, Denmark,
3Department of Occupational Medicine, Aarhus University Hospital,
4Department of Epidemiology, School of Public Health, Aarhus University,
Denmark

Background

IC is a condition of unknown origin characterized by paroxysms of crying
during the first months of life. A few studies have identified low BW as a risk
factor among infants born at term, while the association between GA and IC
has not been studied.

Aim
We aimed to investigate the association between BW, GA, and IC.
Methods

We studied 62,785 singletons enrolled in the Danish National Birth Cohort.
Information on IC symptoms and possible confounders was collected by
computer-assisted telephone interviews of the mother during pregnancy and
post partum.

Adjusted odds ratios (OR) with 95% confidence intervals are presented. IC
was defined as crying for more than three hours per day and for more than
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three days per week.
Results

A total of 4,944 infants (8%) fulfilled the IC criteria. The risk of IC increased
with lower BW. The highest risk was observed among infants weighing <
2,000 grams (OR= 1.7 [1.3-2.1]) compared with infants weighing 3,500-
4,000 grams.

The risk for IC increased with lower GA. Infants with GASmall for GA
infants, defined as infants with BW<10<sup>th</sup> percentile, had
higher risk of IC compared with normal for GA infants in gestational weeks
32-40. Finally, after adjusting for GA, low BW was associated with IC only in
infants born at term (gestational weeks 37-41), but not in pre- or post-term
infants.

Conclusion

The results indicate that low BW and preterm birth are independently
associated with IC. After adjusting for gestational age, low birth weight
increased the risk of infantile colic in children born at term (gestational
weeks 37-41).

OSTEOPOROSIS GROUP-EDUCATION: A WAY TO HEALTH
MAINTENANCE

A.L. Jensen!, B. Langdahl?, K. Lomborg!

1School of Public Health, Aarhus University, 2Endocrinology, Department
MEA, Aarhus University Hospital

Background

Osteoporosis is a disorder in which bone mass is progressively lost leading to
an increased risk of bone fracture. Patients are well-informed about the
general aspects of osteoporosis but lack knowledge on how to reduce the risk
of complications and how to maintain the quality of life. Studies have
reported that group-education increases the patients’ awareness of
osteoporosis, intake of medicine, and may have a preventive effect but the
evidence is limited. The current knowledge on how patients with
osteoporosis receive group-education and use and integrate the health care
information leaves several unsolved questions, e.g. the impact of disease
duration, disease intensity, sex, age, social status and educational level on
the patients’ benefit and involvement in group-education.

Aim

To describe how patients with osteoporosis use and integrate group-based
osteoporosis education.

Methods

An interpretive description study. Data consist of women and men with
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osteoporosis. Two groups of patients are followed:

(A) 20 patients starting training sessions. Participant observation during
classes and in patients’ everyday life. Patients are interviewed before training
starts and 6 months after.

(B) 20 patients who attended the Osteoporosis School in 2007 are
interviewed.

Perspectives

To develop an integrative description of osteoporosis group-education which
can contribute to the disease-specific education. This includes pedagogical
and organisational actions. Further, to describe how participants interact
with the health care professionals and use and integrate their health
education in everyday life.

DOES DYAD TRAINING COMPETES WITH INDIVIDUAL TRAINING? A
RANDOMIZED, CONTROLLED BRONCHOSCOPY-SIMULATION-STUDY.

A.S. Bjerrum
Department of Respiratory Diseases, Aarhus University Hospital
Background:

Extant knowledge on motor skills learning derives from studies of simple
motor skills and may therefore not be applicable to more complex motor
skills learning, like bronchoscopy simulation training. The current paucity of
studies exploring the curriculum of medical simulation training is
surprising: especially in light of the costly and instructor-dependent nature
of simulation training and its significant cost-effective savings potential. The
present paper compares the relative effectiveness of dyad and individual
training.

Summary of work:

A randomized, controlled study featuring 36 medical students randomized
to dyad training or individual training . In the dyad training group,
participants alternate between physical and observational practice, and thus
perform only half as many bronchoscopy simulation cases as those who train
alone. The two groups are tested with pre-tests, post-tests and retention-
tests using simulator metrics.

Summary of results:

Data was analysed with Univariate Repeated Measurements Anova. Both
groups showed statistically significant improvement in bronchoscopy score
from pre to post- and retention-tests. (p< 0.001). No statistically significant
difference in the bronchoscopy score between the two training groups at pre-
, post- and retention-tests were found (p=0.38).
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Conclusions:

Dyad training in medical simulation is effective and efficient. Combining
physical- and observational-practice, and encouraging dialog between
participants enhances learning. As simulation training is costly and
instructor-dependent, dyad training has great cost-effective potential.

CONCERNING CHILDREN OF PARENTS WITH DEPRESSION
K. Hansen (1), O.S. Kristensen (2), K.S. Christensen (3); H.J. Soegaard (1)

1: Unit West, Centre for Psychiatric Research, Aarhus University Hospital; 2:
Department of Psychology and Behavioural Sciences, Aarhus University; 3:
The Research Unit for General Practice, Aarhus University

Background:
The prevalence of depression has been increasing for many years.

Numerous international studies have documented that a parent’s depression
increases the risk that the child experiences psycho-social or cognitive
impairment and psychiatric or somatic disease during childhood or as an
adult.

Protecting factors for the child will be of relevant information and
knowledge as well as contact to other caring adults.

In Denmark, it is an open question if, and eventually which, support is given
to children of parents with depression.

Investigation questions:

In Denmark, what support is given to 2-14-year-old children of parents with
depression?

How does the actual support match the children’s needs?

Methods:
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Phase one:

Qualitative interviews in 4-5 specific municipalities

This phase will give detailed and specific information of a number of families
having a parent listed with depression.

Phase two:

A national questionnaire investigation, distributed among parents listed
with depression, general practitioners and municipalities.

Results from the investigations will be analysed in comparison with results
from literature studies.

Results:

Examples of preliminary results from interviews and from the survey among
general practitioners will be presented.

Perspectives:

The combination of an increasing prevalence of depression and the
consequences that parental depression may cause to a child indicates an
increasing problem — individually and socio-economically.

The results of the actual investigation will give evidence to the eventual
development of feasible methods to provide cross-sectional support to
children of parents with depression in Denmark.

GENERIC SUBSTITUTION OF ORAL TABLETS IN ELDERLY IN
DENMARK

C. Olesent, P. Harbig!, I. Barat2, P.L. Nielsen3, E.M. Damsgaard!

1Department of Geriatrics, Aarhus University Hospital, 2Medical
Department, Horsens Hospital, 3Vejlby Pharmacy, DK-8240 Risskov

Introduction

Generic substitution in Denmark means that pharmacies must provide the
cheapest medicine. Every time you buy a drug, the drug name or brand-
name may have changed. Consequently tablet or packaging appearance has
changed. Substitutions therefore make many patients uneasy.

Our aim is to describe the number of substitutions of oral tablets used by
the elderly.

Method



Substitutions were counted in the medicine used by 183 persons aged 65
years or older living in Aarhus, Denmark. The elderly were selected
consecutively from a control group in a Danish compliance study, Methods
for Improving Compliance with Medicine Intake. Substitutions were counted
manually in the prescription database for one year in 2008-2009. Only
substitutions for oral tablets were included.

Results

In one year 183 elderly bought 837 drug (4.6 (1-9) per elderly). Purchase per
elderly was 20.3 (3-64). Purchase per drug was 4.4 (1.5-11.0).

The number of substitutions of drug name or brand-name was 837.

Substitutions per drug in one year were 1.0 (0-14). Substitutions per
purchase in one year were 0.2 (0-0.9).

Each elderly was exposed to 0-4 substitution per drug or 0-0.6 substitution
per purchase.

The name was changed in 48% of the drugs.
Conclusion

Nearly half of the drugs used by an elderly population in Denmark changed
drug name and/or brand name during one year. This may be a substantial
problem for the elderly. The impact of substitution in drug name or brand-
name will be further investigated in relation to compliance.

P07.06 Jette Pedersen THE EFFECT OF FOLLOW-UP ON NUTRITION INTERVENTION AFTER
DISCHARGE IN UNDERNOURISHED GERIATRIC PATIENTS

J.L. Pedersen, E.M. Damsgaard
Geriatric Department, Aarhus University Hospital

The effect of follow-up on nutritional intervention after discharge in
undernourished geriatric patients

Background:

Undernutrition in geriatric patients is a recurrent and well documented
problem. Up to 55% of the elderly admitted to hospital are undernourished.
Undernutrition and acute illness are associated with loss of muscle mass and
physical ability and with complications, dependency, morbidity and
mortality. Elderly who live alone are more exposed to nutritional problems
than those who live together with another person or in a nursing home.

Aim:

The purpose of this study is to test two programmes of nutritional
intervention with follow up after discharge.

Methods:

Geriatric patients aged 75 years or older, living alone and admitted to the
geriatric ward at Aarhus University Hospital due to acute somatic disorders,
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are included in the study. Patients who suffer from mental disorders or
active cancer are excluded as well as patients living together with another
person or staying in a nursing home. Randomization is computerised. The
patients are allocated to a "home visit" group, a "telephone consultation”
group or a "control group". Patients in the home visit group and patients in
the telephone consultation group, as well as their home care helper, get
dietary advice after discharge by a dietician at week one, two, and four. The
control group is not contacted after discharge. The primary outcome is
functional ability at follow-up 8 weeks after discharge. Secondary outcomes
are quality of life, re-admission and mortality at 30 and 9o days after
discharge.

Results: Till now 25 patients are included.

Conclusions: Data collection is ongoing.

EFFECTS OF IN UTERO EXPOSURE TO PFOA AND PFOS ON HUMAN
SEMEN QUALITY AND HORMONE PROFILE

A. Vested!, C.H. Ramlau-Hansen?, S.F. Olsens3, J.P. Bonde4, S.L. Kristensen?,
T.I. Halldorssons, G. Bechers, L.S. Haug$, E.H. Ernst7, G. Toft!

1Department of Occupational Medicine, Aarhus University Hospital,
2Department of Epidemiology, Aarhus University Hospital, 3Centre for Fetal
Programming, Statens Serum Institut, 4Department of Occupational and
Environmental Medicine, Bispebjerg Hospital of Copenhagen University,
5Faculty of Food Science and Nutrition, University of Iceland, ¢Division of
Environmental Medicine, Norwegian Institute of Public Health,
7Reproductive Laboratory, Institute of Anatomy, University of Aarhus

Introduction. Perfluorooctanoic acid (PFOA) and perfluorooctane sulfonate
(PFOS) are man-made compounds found globally in humans. They are
suspected to act as endocrine disrupters, and since they are able to cross the
placental barrier, in utero exposure is inevitable. The aim of the current
study was to investigate the hypothesis, that in utero exposure to PFOA and
PFOS is negatively associated with semen quality and hormone profile.

Material and methods. We recruited 169 sons who were offspring from a
Danish pregnancy cohort. The sons’ semen samples were analysed for sperm
concentration, total count, motility, volume, and morphology, and blood
samples were assessed for reproductive hormone profile. As a proxy of in
utero exposure, maternal blood samples from pregnancy week 30 were
analysed for levels of PFOA and PFOS. Based on tertiles of exposure, the
sons were grouped into three groups (low, medium, and high) according to
maternal PFOA and PFOS serum levels, and multiple regression analysis
was used to evaluate possible associations.

Results. Higher in utero exposure to PFOA was significantly associated with
lower sperm concentration and total count, and higher levels of luteinizing
hormone (LH) and follicle stimulating hormone (FSH). Sons in the medium
PFOA group had 11% (95% CI: 2%-19%) lower percentage progressive
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spermatozoa than the sons in the low PFOA exposure group, but the trend
was not significant (p=0.22). There were no associations between in utero
exposure to PFOS and any of the traditional semen parameters, or the
reproductive hormones.

Conclusions. The results indicate that in utero exposure to PFOA negatively
affects semen quality and hormone profile.

A RETROSPECTIVE COHORT STUDY OF DANISH PATIENTS WITH
INTERSTITIAL LUNG DISEASE: BURDEN, SEVERITY, TREATMENT
AND SURVIVAL.

C. Hyldgaard, E. Bendstrup, O. Hilberg
Department of Respiratory Diseases, Aarhus University Hospital

Interstitial lung diseases (ILD) are an inhomogeneous group of rare diseases
in the connective tissue of the lung with inflammation and in many cases
irreversible fibrosis. Some of these diseases are amenable to treatment and
have a good prognosis, whereas others have a very serious course with
respiratory insufficiency and death. The most common subtype of ILD is
idiopathic pulmonary fibrosis, which is important to distinguish from other
ILDs because of its poor prognosis.

The objectives of this study are to describe the incidence of interstitial lung
disease in Western Denmark, to assess morbidity and mortality from ILD,
and to evaluate factors of importance for the prognosis of interstitial lung
disease with emphasis on lung function and comorbidity.

The study is based on 431 incident patients with ILD diagnosed at the
Department of Respiratory Diseases, Aarhus University Hospital, between
April 2003 and April 2009. All diagnoses have been re-evaluated according
to current diagnostic criteria. The study database contains information on
referral pattern, diagnostics, comorbidity, lung function, treatment, side
effects and outcome.

Special focus in this study will be on patients diagnosed with "unclassified"
or "end stage" pulmonary fibrosis, where clinical, radiological and
histological examinations have excluded well defined subtypes of ILD. The
clinical characteristics and disease course for these conditions will be
studied, and compared to other subgroups of ILD.

INTAKE OF RUMINANT FATTY ACIDS AND CHANGES IN WEIGHT AND
WAIST CIRCUMFERENCE

C.P. Hansen® 2 3, K. Overvad® 2, M.U. Jakobsen!

1Department of Epidemiology, School of Public Health, Aarhus University,
2Department of Cardiology, Center for Cardiovascular Research, Aalborg
Hospital, Aarhus University Hospital, 3Institute of Preventive Medicine,
Copenhagen Capital Region, Copenhagen University Hospitals

Background: Studies have suggested that total intake of trans fatty acids
(TFA) and intake of industrially produced TFA is a risk factor for weight and
waist gain. This leaves the question of what the effect of the ruminant trans
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fatty acids (R-TFA) from dairy and ruminant meat products is.

Objective: Our objective was to investigate the associations between intake
of R-TFA and subsequent changes in weight and waist circumference (WC).
Furthermore, potential effect modification by sex, age, body mass index
(BMI) and WC at baseline was investigated.

Design: A Danish cohort of 30,851 women and men aged 50-64 y for whom
information on weight, WC, habitual diet and lifestyle was collected at
baseline. Follow-up information on weight and WC was collected 5 y after
enrolment. The associations between intake of R-TFA and average annual
change in weight and WC were studied using multiple linear regression with
cubic spline modelling.

Results: Intake of R-TFA, both absolute and energy-adjusted intake, was
statistically significantly associated with weight change. An inverse
association was observed at lower intakes with a levelling-off at intakes
above 1.2 g/day and 0.4 E%. Only absolute intake of R-TFA was statistically
significant associated with WC change; an inverse association was observed
at lower intakes with a levelling-off at intakes above 1.2 g/day. Sex modified
the association between energy-adjusted intake of R-TFA and WC change.
Age did not modify any of the associations, whereas there was indication of
effect modification by baseline BMI and WC in women.

Conclusion: The present study suggests that intake of R-TFA is weakly
inversely associated with changes in weight and WC.

ASSISTED REPRODUCTION AND CHILD NEURODEVELOPMENT
B. Bay, E.L. Mortensen® 2, U.S. Kesmodel* 3

1School of Public Health, Aarhus University, 2Institute of Public Health,
Copenhagen University, 3The Fertility Clinic, Dept. of Gynecology and
Obstetrics, Aarhus University Hospital

BACKGROUND:

Infertility affects 10-20% of couples in industrialized countries, and an
increasing number seek medical treatment. In developed countries, assisted
reproduction techniques (ART) contribute to more than 1% of births — in
some countries (e.g. Denmark) up to 9%. Over the last few years, several
studies have been published on potentially adverse pregnancy outcomes,
however few studies have been performed on the neuropsychological
development of these children. The infertility of the parents, the higher
prevalence of chromosomal abnormalities in subfertile men and the possible
increased risks of genomic imprinting disorders are among the biologically
plausible reasons for increased vigilance.

OBJECTIVES:

1. To investigate the effect of ART on child IQ, attention, behavior and
executive functions at age 5.

2. To investigate the effect of ART on the child risk of mental retardation.

METHODS:
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Ad 1) A study of 1,628 mother and child pairs who participated in the
Lifestyle During Pregnancy Study and who completed a neuropsychological
test battery including validated tests of child IQ and attention, and self-
administered tests of behavior and executive function. Exposure information
is obtained from the Danish National Birth Cohort along with information
on a set of potentially confounding factors.

Ad 2) A study of 33,139 children conceived after ART and 555,828 children
born after natural conception. The risk of light, moderate and severe mental
retardation is compared between the two groups. Exposure information is
obtained from the Danish IVF registry and the Danish drug prescription
registry and outcomes from the Danish National Patient Registry.

PHYSIOTHERAPY AFTER SUBACROMIAL DECOMPRESSION SURGERY:
A SYSTEMATIC REVIEW AND DEVELOPMENT OF A GRADED
EXERCISE REHABILITATION PROTOCOL

D.H. Christiansen!, D. Falla?, P. Frost3, L.H. Frich4, J.P. Haahr!, L.D.
Jensen3, S.W. Svendsen!

Danish Ramazzini Center, Department of Occupational Medicine, Regional
Hospital Herning, 2Pain Clinic Center for Anesthesiology, University
Hospital Gottingen, 3Danish Ramazzini Center, Department of Occupational
Medicine, Aarhus Hospital, Aarhus University Hospital, Aarhus,
40rthopaedic Unit, Odense University

Introduction: Most patients with subacromial pain can be treated
conservatively, but decompression surgery is a common option in patients
with more persistent symptoms. Although high success rates have been
reported for this surgical procedure, a small percentage experience
difficulties returning to normal activity. In clinical practice, further
treatment (e.g. physiotherapy with exercises) is generally recommended.
However, little is known about optimal contents of such interventions.
Objective: To develop an evidence-based postoperative rehabilitation
protocol. Methods: The literature was systematically reviewed and
components of previous exercise programs were extracted. A series of
workshops were organized with clinical physiotherapists specializing in
shoulders. A rehabilitation protocol was synthesized and implemented in
two municipality rehabilitation units. Four pilot patients were recruited to
test the protocol. Results: A total of seven studies were identified. The
methodological quality was low and description of interventions sparse.
During workshops consensus were reached for clinical examination,
exercises, treatment techniques and progression. Three out of four pilot
patients experienced clinically important changes in pain and function at
three months measured by the Oxford Shoulder Score. Conclusion: A
rehabilitation protocol based on empirical evidence and clinical expertise
was developed. The protocol was found feasible for clinical practice reducing
pain and promoting function in surgical shoulder patients. The effectiveness
of the rehabilitation protocol will be further evaluated in The Shoulder
Intervention Project; a randomized controlled trial.

HOSPITALISED PATIENTS AND AESTHETIC SENSORY IMPRESSIONS
C. Timmermann, R. Birkelund, L. Uhrenfeldt, M. Terp-Hoybye

Aarhus Faculty of Health, Department of Public Health, Section of Nursing
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Aim: The study explores and describes how hospitalised patients with a life-
threatening illness experience sensory impressions from the care settings in
the hospital environment such as architecture, interior and decoration.
Sensory impressions related to the communication between patients and
healthcare professionals will also be explored.

Method: Ethnographic fieldwork consisting of participant observation and
both informal and formal qualitative interviews have been chosen for data
generation. The analysis of data will be guided by the hermeneutical-
phenomenological theory of interpretation as presented by the French
philosopher Paul Ricouer.

Background: Existing research literature shows that positive sensory
impressions such as a view to nature, sunlight through a window and art
presenting natural scenes affect patients positively regarding anxiety, blood
pressure, pain and stress. Some studies also suggests that experiencing
welcoming in the environment, being in a familiar and calm environment
and being able to maintain social relations in the environment are
experienced as important by hospitalised patients. However, research
exploring the experiences of hospitalised patients with a life threatening
illness regarding the meaning of aesthetic sensory impressions is few.

Implications: The knowledge generated by this project can help to improve
the quality of nurses' caring practice by providing research-based knowledge
about the meaning of positive sensory impressions in the hospital
environment as experienced by patients. Likewise, the project could
contribute knowledge relevant to architecture, interior design and
decoration of current and future hospitals.

NOISE IN THE OPERATING ROOM - A LITERATURE REVIEW
D. Hasfeldt-Hansen?, R. Birkelund?

1Dept. Anaesthesiology and Intensive Care, Odense University Hospital,
Denmark, 2Faculty of Health Sciences, Dept. Nursing Science, Aarhus
University, Denmark

Background & Aim:

Noise is a general stressor, and out of consideration for both patients and
staff, noise in the operating room should be avoided as much as possible.
This study was conducted with the aim of identifying the current knowledge
about noise in the operating room upon which new research can be built.

Methods:

A systematic literature search for primary research articles written in
English was performed in the Medline, Cinahl and Cochrane databases using
the search terms: noise, operating room, operating theatre. Abstracts were
searched for suitable articles and reference lists were examined for
additional sources.

Each study was assessed according to the strength of the evidence and the
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quality of the study including the following quality indicators: aim,
inclusion, data collection, end points. The studies were rated from A (well-
designed study) to D (study with major flaws).

Results:
Eighteen relevant articles were identified and categorized as follows:

Noise levels; Noise sources; Staff performances; Patient’s perceptions of
noise.

All studies had nonexperimental study designs and the level of evidence was
found to be no higher than 3. In general the quality of the studies was high.
60% was rated A and the rest was rated B and C.

Conclusions:

Noise levels in the operating room in general exceed recommended levels.
Noise sources are related to equipment and staff behavior. The main effect of
noise on staff performances is related to impaired communication, resulting
in a negative effect on patient safety. There is a lack of literature on patient's
perception of noise in the operating room. Further research using
experimental designs is needed.

INCIDENT CANCER PATIENTS’ USE OF GENERAL PRACTICE
E.M. Mikkelsen2, R.P. Hansen!, P. Vedsted:

'The Research Unit for General Practice, Aarhus University. Bartholins Allé
2, DK-8000 Aarhus C., 2Department of Clinical Epidemiology, Aarhus
University Hospital, Olof Palmes Alle 43-45, DK-8200 Aarhus N.

Introduction: The role of general practice is becoming increasingly
important through all phases of the cancer pathway. However, we lack
knowledge about how cancer patients use general practice before diagnosis
of cancer, and how this is affected by the transition between primary and
secondary care investigation and treatment. The Danish health and disease
registries give a unique opportunity on a population-based scale to assess
the attendance patterns to general practice and link this information to date
of cancer diagnosis.

Aim: To describe incident cancer patients’ attendance patterns to general
practice before and after the date of diagnosis compared with the attendance
patterns for a sample of population based controls.

Methods: A population-based case control study of all incident cancer
patients in the Danish Cancer Register from 1 January 2004 to 31 December
2009 (approx. 130,000 patients) matched to 5 controls by incidence density
sampling on age and gender. Use of general practice is assessed as number
of visits per month in the year preceding the cancer diagnosis and two years
after the diagnosis using data from the Danish Health Service Register
stratified on age and gender.

Results: Data processing and analyses are ongoing, and preliminary results
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will be presented.

Discussion/Conclusions: This study will illuminate how cancer patients use
general practice before and after their diagnosis of cancer, and hereby
contribute important new knowledge, that may be able to improve the
diagnostic, supportive and coordinating role of general practice in cancer
care.

THE EARLY SIGNS OF ADHD IN TODDLERS: A FOLLOW-UP STUDY IN
THE DANISH NATIONAL BIRTH COHORT.

S. Lemcke

Research Department, Regional Centre for Child and Adolescent Psychiatry,
Aarhus University Hospital

Background: The prevalence of Attention Deficit Hyperactivity Disorder
(ADHD) in children is estimated to be 3-7% and the average age of diagnosis
is 8-10 years. Early treatment of the disorder has been shown to improve
prognosis for the children but studies on early detection are still sparse.

Aim: To study whether prospectively collected information from mothers on
distinctions in development and behaviour during the first two years of life
can predict the risk of the child later being diagnosed with ADHD.

Methods: In the Danish National Birth Cohort (DNBC) mothers were
interviewed about their child’s development, behaviour and growth when the
child was 6 and 18 months of age. Children diagnosed with ADHD at child
and adolescent psychiatric hospitals are registered in the Danish National
Patient Register; thus, it is possible to identify children with ADHD in the
cohort. Analyses of the information in DNBC about children later diagnosed
with ADHD will provide us with information about signs of ADHD before
the age of two years.

Results: At the end of follow-up, the study cohort consisted of 76,441
children, out of which 681 children were diagnosed with ADHD,
corresponding to a prevalence of 0.9%. Only few signs reported early by the
parents were found to be associated with the risk of the child subsequently
being diagnosed with ADHD.

Conclusions: In the preliminary analysis only a few signs can be associated
with the risk of a child being diagnosed with ADHD; but the prevalence of
ADHD in the study population is too low, and the next step is to include
more outcome data from the Register of Medicinal Product Statistics in
order to make the ADHD population more complete.

SOCIOECONOMIC FACTORS, PSYCHOSOCIAL FACTORS AND HBAc
LEVEL AMONG PERSONS AT HIGH RISK FOR TYPE 2 DIABETES

E.M. Dalsgaard:, M. Vestergaard® 2, A. Sandbaek*

1Department of Public Health, Aarhus University, 2The Research Unit for
General Practice, Aarhus University

Background:

Glycemic control is important to reduce the risk of microvascular



complications in persons with diabetes. Studies have found higher Hbaic
level among persons with type 2 diabetes who were deprived, had a low
sense of coherence or had low self-rated health, but it is unknown whether
this association applies to persons at a high risk for diabetes. We aimed at
examining the relationship between socioeconomic factors, psychosocial
factors and Hba,. level in a population at high risk for diabetes attending
screening.

Methods:

A total of 163,185 persons were invited to participate in screening for type 2
diabetes, 2001-2006. Among these, 28,031 persons who were categorised as
being at a high risk for diabetes on the basis of a self-administrated risk
score attended a further screening test in general practice. A total of 1,533
persons were diagnosed with type 2 diabetes. Data on socioeconomic factors
(education, occupation, income and cohabiting status) were obtained from
Statistics Denmark, data on psychosocial factors (self-rated health, sense of
coherence and anxiety) were obtained from questionnaires filled in by
persons diagnosed with type 2 diabetes. Hba,. was measured in EDTA blood
from a venous sample. Relationship between socioeconomic factors and
psychosocial factors and Hba,. level will be examined by multivariate
analyses taking into account both confounding, collinearity and interaction.

Results:

Data is available and analyses will be conducted this autumn. Results will be
presented at the Phd Day.

Po8.06 Ditte Lammers A REGISTER- BASED STUDY OF THE OUTCOME OF EARLY ONSET

Vernal

SCHIZOPHRENIA COMPARED TO ADULT ONSET SCHIZOPHRENTIA
D.L. Vernal

Research Division for Child and Adolescent Psychiatry, Aalborg, Aarhus
University Hospital

The aim of the Ph.D. project is to study the outcome of early onset
schizophrenia (EOS) by use of national register data. EOS is defined as
patients diagnosed with schizophrenia before age 18. Studies of EOS are
limited because the frequency of the disorder is low and often based on small
samples or short follow-up periods. The findings from previous studies on
outcome of EOS are inconclusive but most point to a poor prognosis.

With the Danish Psychiatric Central Register we have the means to
investigate the outcome of EOS in a large sample that will be representative
for Denmark. Only cases from the ICD-10 period will be considered, thus
patients diagnosed after 1994 will be included in the study. The inclusion of
patients in the cohort will last until 2005 since this will allow for a sufficient
follow-up period in the registers. The sample with EOS will be compared to
adult patients diagnosed with schizophrenia in the same period.

Outcome will be assessed using both psychiatric course and psychosocial
functioning measures. Psychiatric course of illness will be studied in terms of
number of admissions, number of days spent in psychiatric hospital, number
of out-patient contacts, and whether the diagnosis changed over time. Social
registers will be used to gather information on social support such as
premature pension, institutionalization, and working ability. Data from the
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Cause of Death register will be used to test whether EOS has a higher
mortality and suicide rate than AOS. Among demographic variables, sex and
age will be considered in the analysis.

The findings should be contributing to a more realistic understanding of the
long-term needs of patients with EOS.

THE RELATIONSHIP BETWEEN NURSE STAFFING AND PATIENT
OUTCOME

H. Mainz
Department of Orthopaedic Surgery, Aarhus University Hospital
Background

Many studies especially from the US show a strong effect of increased nurse
staffing on patient safety with less hospital-related mortality, failure to
rescue, hospital-acquired infections and other adverse events. However the
results are not consistent, presumably caused by different measurement
tools, study designs and healthcare systems. There is no international
consensus on an appropriate method for measuring nurse staffing
containing the elements: nursing resources (number and skills), nurse
intensity (workload), and contextual factors (work environment). In
Denmark no method has been validated and tested to assess nurse staffing
in a Danish context. The object of the first study is to test a method for
assessing nurse staffing in Danish somatic wards. Subsequently the
relationship between nurse staffing and outcome for patients with hip
fractures will be evaluated.

Methods

Nurse staffing was measured in four Danish somatic hospital wards in May
and June 2011. Nurse intensity of 2388 patients was estimated thee times a
day and surveys about work environment and nurse’s skills were collected.
The number of nursing hours per patient day (NHPPD) was estimated for a
total of 112 days. The nurses assessed staffing level and quality of patient
care during every shift. The relationship between intensity, skills,
environment, NHPPD and the nurse’s assessment of staffing and quality will
be analyzed.

Expected results

If the method is a suitable tool for measuring nurse staffing, it will be used
in a multicenter study in ten specialized orthopaedic surgical wards to
analyze the relationship between nurse staffing and patient outcomes

‘THAT IS WHY I GAVE IN TO AGE MY COMPETITIVE ABILITY BUT NOT
MY SOULY - THE SEARCH FOR MEANING IN ATHLETIC CAREER
AND RETIREMENT

N. Ronkainen
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In this research, we explore the spiritual dimensions of running. We draw on
theological and existential perspectives, athletic career research as well as
postmodern cultural critique to construct a multi-voiced representation of
the spiritual meanings of endurance running current in Scandinavian
running cultures. Our theoretical framework is existential psychology, where
spirituality is understood as a broad concept encompassing both religious
and humanistic worldviews. In the first section of the dissertation, we
conducted a critical discourse analysis of the Finnish runner’s magazine,
Juoksija. The research results suggest that spiritual aspects of running
underlie, but are rarely given voice to, the dominant performance discourse
of Finnish (competitive) running culture. The spiritual and/or existential
dimensions become especially meaningful, however, when transitioning
from elite level sports. We suggest that finding spiritual dimensions from
running can be a protective element in athletic retirement, enabling runners
to sustain their runner identity as a central life-narrative even after the
transition from competitive sports.From here, I will proceed to interview
runners to gain insight and depth to these findings. Adopting the life
narrative perspective, I will conduct a series of interviews with retiring or
already retired Scandinavian runners.

MULTIPLE SCLEROSIS — INFLAMMATORY, NEUROLOGICAL AND
MUSCULAR ADAPTATIONS TO HEAVY RESISTANCE TRAINING

T. Kjolhede
Section of Sport Science, Department of Public Health

Exercise in general, and resistance training (RT) in particular, is regarded as
an important tool in the rehabilitation of people with multiple sclerosis
(MS).

Previous studies have reported positive effects of 8-12 weeks of RT on
muscle strength, function (walking speed etc.) and quality of life (QoL). Also,
a possible disease modifying effect has been proposed. However, the
underlying physiological mechanisms that might explain these beneficial
effects and the possible effects on disease progression are unresolved.
Furthermore, none of the previous studies have given attention to the
possible impact of MS progression type, gender and medication.

Using gender stratification in a randomized, controlled, cross-over study
design, the purpose of this study is to investigate the effects of 24 weeks of
RT on underlying mechanisms potentially explaining improvements in
strength, function and QoL. Endpoints include (1) neuro-muscular
measurements such as EMG, rate of force development and voluntary
muscle activation ratio closely associated with strength and function, (2)
structural measurements of the brain obtained with MRI such as rate of
atrophy and plaque incidence, (3) cytokine levels in blood that is linked to
disease progression (the latter aspect especially examined with respect to
gender).

The study will include 40 men and 40 women suffering from the most

prevalent MS disease course, named relapsing-remitting. Participants must
have an EDSS-score of 2.0-5.5 and be medicated with beta-interferon 1a or
1b. Subjects will be randomized into two groups that will perform either RT
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or continue their habitual lifestyle. After 24 weeks interventions will switch
between groups.

DANISH FOOTBALL FAN CULTURE — THE DANISH ULTRAS
R.B. Laursen
institute of Sport Sciences

Purpose:This PhD project explores the Danish football fan culture
concerning the fan group categorized and named ultras. Though ultras are
defined as non-violent fan groups they in one way or another tend to
contribute to conflicts between football fans and the police. The aim of this
project is to provide in-debt knowledge of this particular segment of the
football culture in Denmark and thus lay the foundation for development of
adequate crowd management, which can lead to a reduction of football
riots.Background and methodological triangulation:

Although Ultras and hooligans from time to time collaborate, they are not
the same. Contrary to hooligans ultras reject the use of violence. However
their forward style and fanatical behaviour often contribute to or cause
conflicts with the police and stadium inspectors. A consequence of an
undifferentiated police (and stadium inspector) effort toward football fans
can lead to a radicalization process, where football fans begin to identify
with and seek support from declared hooligans. In order to pursue the
hypotheses below the project will use a methodological triangulation. There
will be conducted semi-structured interviews with ultras from AGF, OB and
Brendby IF. Alongside the semi-structured interviews there will be
performed participant observations among various ultras. The advantage of
this methodological approach is that the additional interviews may help to
validate the observations conducted along the way.

THE EFFECT OF ECCENTRIC EXERCISE ON CARBOHYDRATE
METABOLISM IN ISOLATED SOLEUS AND EDL RAT MUSCLES

J. Larner 2, K. Overgaard!, O.B. Nielsenz, J. Jensen3, K. Madsen*

1Department of Public Health, Section for Sports Science, Aarhus University,
Denmark, 2Deptartment of Biomedicine - Physiology and Biophysics, Aarhus
University, Denmark, 3Norwegian School of Sport Sciences, Oslo, Norway

It has been well documented that eccentric exercise causes a reduction in
muscle performance which could be termed as long lasting fatigue or muscle
damage (1). Symptoms include, but are not limited to, compromised
contractile function (2,3), especially at low frequency stimulation (low-
frequency fatigue) (4,5), muscle pain and tenderness (6), and changes to
carbohydrate metabolism including reduced glucose uptake rate, leading to
low glycogen stores, decreased energy status in the cells, and therefore
increased recovery time (7). These changes are of greater magnitude and
longer lasting when compared to concentric exercise of similar intensity and
duration (8). These factors altogether result in decreased ability to carry out
everyday tasks or perform elite sports following eccentric actions.
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This study aims to further elucidate the time course and fibre type
dependence of the muscle’s impaired carbohydrate uptake and storage
following eccentric exercise. Glucose uptake rates will be monitored in
isolated rat soleus and EDL muscles following eccentric work and content of
glycogen and glycogen synthase will be investigated. The muscles will be
exposed to conditions both with and without insulin following the eccentric
work to examine the insulin-mediated regulation of glucose uptake and
glycogen synthase. As the effect of eccentric activity on contractile
performance is also of interest, the ability of the muscles to develop force
before, during and after an eccentric protocol will also be measured and
analysed.

THE ROLE OF PROTEIN SIGNALLING AND STEM CELLS IN MUSCLE
PROTEIN SYNTHESIS AND RECOVERY RATE AFTER EXCENTRIC
EXERCISE

J. Farup
Section of Sport Science, Institute of Public Health

Exercise stress (metabolic and/or mechanical) and energy status (amino
acid and carbohydrate availiability) of the muscle cell is known to initiate
muscle hypertrophy signaling and protein synthesis. Eccentric muscle
contractions has previously been shown to be superior in inducing muscle
hypertrophy compaired to concentric contractions. Little is known about the
underlying explanatory cellular mechanisms, but mechanotransduction (i.e.
cell membrane proteins able to sense mechanical strain) muscle stem cells
(satellite cells and mesenchymal stem cells) may likely be involved. Also,
little is known on the effect of protein supplementation after eccentric
exercise.

The overall purpose of this phd project is ; 1) to investigate the acute
reponse of cell mechanotransducing membrane proteins (e.g. integrins and
adhesion kinases) and hypertrophy signalling proteins to eccentric versus
concentric exercise; 2) Determine the membrane protein and stem cell
reponse to longterm eccentric versus concentric exercise; 3) Investigate the
muscle stem cell responses in regeneration from muscle damaging eccentric
exercise. Furthermore, all exercise interventions are investigated under
conditions of administration of either protein or placebo

The methodological approches comprise; 1) Western blotting to quantify
mechanotransducing and hypertrophy signalling protein; 2) Immuno-
histochemisty to localize and quantify stem cells; 3) Flow cytometri to
determine to quantify mesenchymal stem cells in plasma.

SOCIAL RELATIONS OF CHILDREN WITH CANCER DURING
TREATMENT AND REHABILITATION AT HOSPITAL

P. Lovschal-Nielsen?, N. Clausenz, L. Meinerts, C. Vinther Nielsen?

Institute of Public Health, Aarhus University, 2Dep. of Child Oncology,
Aarhus University Hospital, Skejby, 3Dep. of Anthropology & Ethnography,
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BACKGROUND: 3 of 4 children fortunately survive cancer. But child
survivors face various obstacles compared to peers, such as bullying and
stigmatizing. Little is known about how children and their relations navigate
through the social consequences of cancer, such as the social isolation
required by the treatment, and what they experience and learn from the
process. As it is well known that positive social relations and strong
networks are central to health and well-being, it is important to know how to
benefit from their experiences, for creating rehabilitation interventions that
may improve the community participation of cancer survivors. AIM: To gain
insight into how social relations and networks work and are made to work in
the 'social borderland' of children with cancer, from the time of
identification of the disease, as a means to improve their health and
prospects of community participation. METHODS: Multiple methods are
used, such as participant observation, extended case method, and qualitative
interviews, creating data 'on location'. SETTING: Department of Child
Oncology, Aarhus University Hospital, Skejby & homes and vicinity of
children with cancer, who are in treatment at the department.
PARTICIPANTS: A smaller sample of children between the age of 4 and 15,
their various associations, and staff at the hospital. DESIGN: Ethnographic
fieldwork at the isolation ward of the hospital for 1 year, following the
everyday life of children commuting between hospital and home and how
they navigate socially in this 'social borderland'. Data is analyzed through
anthropological and sociological theories of child & childhood, child agency,
and social capital.

DERIVED EFFECTS OF GLOBALIZATION ON PSYCHOSOCIAL WORK
ENVIRONMENT - A MULTILEVEL LATENT CLASS ANALYSIS STUDY

S.G. Bamberger?, @. Omland!, G.O.P.A. Group2

1Department of Occupational Health, Aalborg Hospital, 2Multiple
institutions

Background: In the context of globalization and technological innovation the
competition pressure on companies is rapidly escalating in effect, instigating
an unstable and unpredictable psychosocial work environment. Factors in
the psychosocial work environment have been consistently linked with both
negative physical and psychological outcomes adding to the importance of
studying this matter.

Aim: The primary objectives are to determine 1) if there is a direct negative
effect of globalization on the employees’ appraisal of the psychosocial work
environment and 2) if the negative effect of globalization will be positively
modified by work organization.

Design: A multilevel study combining longitudinal exposure data and cross-
sectional employee survey data. We compare different levels of competition
pressure to employee appraisal of the psychosocial work environment, and
use the company work organization as a moderating variable.

Materials: 601 companies and 3,651 randomly selected employees
participated in the survey. Data was obtained by web questionnaires;
company data in 2006 and 2010, and employee data in 2010.
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Analysis: Exposure is characterised by company experienced competition
pressure over time. Qutcome is measured using the Copenhagen
Psychosocial Questionnaire and the Effort Reward Imbalance model. The
exposure variable and the moderating variable work organisation are created
using latent class analysis. Multilevel regression analysis is applied to
analyse the associations.

Results: Preliminary results will be presented at the conference.

SOCIO-DEMOGRAPHIC AND LIFESTYLE PREDICTORS OF FOLIC ACID
AND MULTIVITAMIN SUPPLEMENTATION IN DANISH PREGNANCY
PLANNERS

H.T. Cueto, A. Riis!, L.A. Wise?, E.E. Hatch3, K.J. Rothman3 4, H.T.
Serensent 3, E.M. Mikkelsen?

1Department of Clinical Epidemiology, Aarhus University Hospital, 2Slone
Epidemiology Center, Boston University, 3Department of Epidemiology,
Boston University School of Public Health, 4RTI Health Solutions, Research
Triangle Park, North Carolina

Introduction: Danish pregnancy planners are advised to take a daily
supplement of 400 pg folic acid. Knowledge about possible predictors of folic
acid and multivitamin supplementation in the preconceptional period is
scarce.

Aim: To examine the relation between socio-demographic and lifestyle
factors and folic acid and multivitamin supplementation, respectively,
among Danish pregnancy planners.

Methods: Using data from 5291 participants from the ‘Snart-Gravid’ Study,
we conducted multivariable log-binomial regression controlling for
covariates to estimate prevalence ratios (PR) and 95% confidence intervals
(CI) for the relation between selected predictors and folic acid and
multivitamin supplementation, respectively. Dietary supplementation and
covariates were self-reported at baseline.

Results: Overall, 56% used multivitamins and 43% used folic acid
supplements. Smoking was inversely associated with folic acid
supplementation (PRs: 0.99 (95% CI=0.92, 1.07), 0.91 (95% CI=0.81, 1.02),
and 0.79 (95% CI=0.68, 0.91) for <5, 5-9, and =10 pack-years, respectively,
vs. none). Alcohol intake was inversely associated with folic acid
supplementation (PRs: 0.89 (95% CI=0.83, 0.95), 0.80 (95% CI=0.73,
0.88), 0.82 (95% CI=0.71, 0.94), and 0.57 (95% CI=0.39, 0.82) for 1-3, 4-7,
8-14, and =15 drinks per week, respectively, vs. none). Similar results were
found for multivitamin supplementation.

Conclusion: These results suggest that pregnancy planners who follow other
preconceptional guidelines are more likely to comply with the folic acid
recommendations.
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&LDQUO;THE NON-ORGAN-SPECIFIC CANCER FAST TRACK&RDQUO;
M.I. Ingeman

Institute of Public Health, Aarhus University

“The non-organ-specific Cancer Fast Track”

Denmark has a high cancer morbidity and mortality compared to the rest of
Western Europe - a longer diagnostic delay in Danish cancer patients
probably plays an important role in these findings. As a result, fast tracks for
patients with classic organ-specific alarm symptoms are currently in use, but
only 50% of cancer patients had alarm symptoms at their first visit to their
General Practitioner. In the light of these results, several new initiatives
concerning the examination of patients with uncharacteristic or atypical
symptoms are on their way. Central Denmark Region has selected Silkeborg
Regional Hospital to establish a fast track for patients with suspected occult
cancer or other serious disease without organ-specific symptoms — a non-
organ-specific fast track.

There is no scientific evidence of the effect of a non-organ-specific fast track
and to our knowledge, no similar projects have been set up internationally.
Furthermore, we do not know how the GPs will use this fast track in their
diagnostic strategy and which factors will influence this.

This project is a population-based, prospective questionnaire and registry-
based study and the aim is to examine GPs’ need for and use of the non-
organ-specific fast track as well as to examine who is referred and why.
Additionally, the results of the fast track will be examined.

Pog9.o5 Kasper Grosen PREDICTION OF ACUTE AND PERSISTENT POSTSURGICAL PAIN IN

PATIENTS UNDERGOING MINIMALLY INVASIVE REPAIR OF PECTUS
EXCAVATUM

K. Grosent, L. Vase2 3, A.M. Drewes4, M. Pfeiffer-Jensens, H.K. Pilegaard"

1Department of Cardiothoracic and Vascular Surgery, Aarhus University
Hospital, Denmark, 2Danish Pain Research Center, Aarhus University
Hospital, Denmark, 3Department of Psychology, Aarhus University,
Denmark, 4Mech-Sense, Department of Gastroenterology, Aarhus University
Hospital, Aalborg Hospital, Denmark, sDepartment of Rheumatology,
Aarhus University Hospital, Denmark

Postsurgical pain remains inadequately managed and the transition from
acute postsurgical pain to a chronic pain state is now increasingly being
recognized as a frequent adverse effect of surgery. The aim of the present
study is to explore whether conditioned pain modulation efficiency and
psychological factors measured preoperatively predict intensity of acute
postsurgical pain and unpleasantness, analgesic requirements and
development of persistent postsurgical pain. Six patients undergoing
minimally invasive repair of pectus excavatum are currently enrolled in this
ongoing study. Surgical procedure, anesthesia and analgesia are
standardized. When assessing conditioned pain modulation preoperatively,
pressure pain thresholds measured on the quadricep muscle serves as the
'test’ stimulus and the cold pressor test as the 'conditioning’ stimulus. The
difference in pressure pain thresholds before and after cold pressor test
indicates the effect of conditioned pain modulation. In addition,
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questionnaires on pain catastrophizing, depression, anxiety, personality,
positive and negative affect, self-esteem, health-related quality of life, and
pain are administered on the day before scheduled surgery; following
preoperative psychophysical assessments; at 72 hours, six weeks, and six
months postoperatively. Moreover, quantitative sensory testing is performed
prior to the experimental induction and assessment of conditioned pain
modulation and at six weeks postoperatively. Finally, intensity of clinical
postsurgical pain and unpleasantness and analgesic consumption are
assessed by means of a study specific pain diary for up to six weeks
postoperatively.

LIFE AFTER STROKE
L. Pape Larsen!, G. Andersen2, S.P. Johnsen3, N.H. Hjollund3

Institut of Clinical Medicine, Aarhus University, 2Department of Neurology,
Aarhus University Hospital, 3Department of Clinical Epidemiology, Aarhus
University Hospital

GUIDELINES FOR NON-PHARMACOLOGICAL REHABILITATION FOR
HEART FAILURE PATIENTS AND THE BASIC EVIDENCE - IS THERE A
LINK?

P. Larsen
My institution (click to change me)
Background

Cardiovascular diseases are the most common cause of morbidity and
mortality in the western world [1]. In clinical practice, awareness of the
importance of reducing risk factors is increasing, so focus is on rehabilitation
to cardiac patients, which allows a better understanding of their own
situation and the increased action possibilities [3-4].

Focus on behavioral changes is an essential part of the individual self-care-
based component of health behavior. This is a basic circumstance when
living with heart failure [5]. During the last 15 years, there have been focus
on the rehabilitative efforts in cardiovascular diseases and the ESC non
pharmacological recommendations. These are transformed in to a 12 point
measurement scale by T. Jaarsma, which measures self care behavior.

Method

Systematic literature search at: Cochrane, Pub Med, Cinahl, embase Search
terms rehabilitation, heart failure, daily weighing, fluid intake, dietary salt
intake, exercise, dyspnoe, ankle edema, daily rest, fatigue, flu vaccination in
several combinations: AND; OR; NOT.



Results

5 articles covering daily weighing, dietary salt intake, fluid restriction and
regular exercise.

Discussion

The limited amount of coverage and therefore evidence in relation to the
recommendations is a challenge in terms of motivating heart failure patients
to be more self-care reliant. Therefore, the existing knowledge is essential to
use in caring for patients with heart failure when they are discharged to
phase III rehabilitation in their own municipality. It is important to develop
a systematic review of the materials that are available within each area,
although the number of items is quite limited.

P09.08 Malene Outzen PROSTATE CANCER INCIDENCE AND MORTALITY IN DENMARK 1978-
2009

M. Outzent, S. Friist, A. Tjonneland!, N. Martinussen?, J. Christensen?, K.
Brassoz?, A. Olsen!

Institute of Cancer Epidemiology, Danish Cancer Society, Copenhagen,
Denmark, 2Department of Urology, Rigshospitalet, Copenhagen, Denmark

Background: The incidence of prostate cancer (PC) has increased during the
last 15 years in Denmark, while the mortality has remained largely
unchanged. This study aimed to investigate the trends in PC incidence and
mortality in Denmark between 1978 and 2009 with a special focus on the
recent decade.

Methods: In this population-based register study, all cases of PC in
Denmark during 1978-2009 were obtained from the Danish Cancer Registry.
Age-standardised (World Standard Population 2000) incidence and
mortality rates (The Danish Registers of Causes of Death) for five-year
calendar periods (1978-2007) and a two-year calendar period (2008-2009)
were calculated. Trends in rates were estimated for specific age groups, birth
cohorts, and clinical stage.

Results: Age-standardised incidence rates of PC increased from 29.2 per
100,000 person-years (1978-1982) to 76.2 per 100,000 person-years (2008-
2009). The increasing trend was almost exclusively observed from the mid-
1990s. Mortality rates of PC remained largely unchanged during the entire
study period; from 15.8 to 17.9 per 100,000 person-years. The increasing
incidence rates were most pronounced in PC patients aged 60+ years. A
clear pattern was seen for the age-specific PC incidence rates for selected
birth cohorts. Increasing trends were especially seen in PC patients aged 60+
years and born 1943-1947 or 1933-1937. The distribution of stage changed
from 1998-2002, with an increasing proportion of PC patients with localised
disease.

Conclusions: Trends in PC incidence rates increased steadily from 1993-
1997 to 2008-2009, whereas the mortality rates remained stable during the
entire study period.
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SCREENING FOR DEPRESSION IN PATIENTS WITH MYOCARDIAL
INFARCTION BY GENERAL PRACTITIONERS

K.K. Larsen

Section for General Medical Practice, Department of Public Health, Aaarhus
University

BACKGROUND Depression in patients with myocardial infarction (MI) is
highly prevalent and associated with increased morbidity and mortality.
Routine screening for post-MI depression is recommended. We studied
general practitioners’ (GP) practice of screening for post-MI depression, and
analysed whether screening rate varied among subgroups of MI patients
with a particularly high risk of depression.

DESIGN Population-based cohort study in the Central Denmark Region.

METHODS All patients with a first-time MI in 2009 received a
questionnaire three months after discharge from hospital. The questionnaire
included information on anxiety, depression, severity of the disease, and
smoking habits. The responders’ general practitioners received a
questionnaire one year after the patient had been discharged from hospital.
This questionnaire provided information on screening for depression, co-
morbidity, and previous mental illness of the patient. Nationwide registers
supplied the patients’ socio-demographic status the year before the MI.

RESULTS Response-rates were 70.5% (908) among patients, and 64.9%
(589) among GPs. According to the GPs, 27.3% (95% CI 23.7%-30.9%) M1
patients were screened for depression. The screening rate was higher among
patients with a history of mental illness (50.0%, p<0.001), and among
patients with anxiety (37.0%, p=0.002) or depression (37.5%, p=0.007) as
compared with those without these conditions.

CONCLUSION Screening for depression was not complete among MI
patients, not even among subgroups of MI patients with a particularly high
risk of depression. More detailed guidelines may help to optimise general
practitioners’ screening for post-MI depression.

MEANINGFUL CHANGE WITH THE METHOD GUIDED SELF-
DETERMINATION — A RANDOMISED CONTROLLED STUDY FOR
PATIENTS DIAGNOSED WITH SCHIZOPHRENIA

R. Jorgensen?, L. Hansson2, V. Zoffmanns3, P. Munk-Jorgensen?

1Unit for Psychiatric Research, Aalborg Psychiatric Hospital, 2Lund
University, 3Steno Center, Gentofte

Rehospitalisation and discontinued treatment is common among patients
with schizophrenia and is often associated with lack of insight into the
illness. Improving patients’ insight has been attempted but without any
considerable change. The method Guided Self-Determination (GSD), a
shared decision-making and problem solving method developed from
qualitative research, has shown a positive influence on patients’ insight into
the illness in a qualitative evaluation.

The aim of this study is to evaluate the effects of the method GSD in the care
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of patients with schizophrenia compared to treatment as usual.

The study design is a randomized controlled trial that investigates if the
method GSD has effect on the outcomes clinical and cognitive insight, self-
esteem, recovery, psychopathology and social functioning when applied in
psychiatric care in 3 Assertive Outreach Teams and 3 Psychosis Teams. All
participants are diagnosed with schizophrenia or schizoaffective disorder,
are between 18 and 70 years old and 50 are randomly assigned to immediate
receipt of individual training with the method GSD (intervention group) and
50 to a control group. All participants complete four self-rating
questionnaires (Insight Scale, Beck Cognitive Insight Scale, Recovery
Assessment Scale and Rosenberg Self-Esteem Scale), a demographic data
sheet with questions on pharmacological treatment, compliance and alcohol
and drug abuse, an interview concerning psychopathology (Positive and
Negative Syndrome Scale) and an assessment of social functioning (Global
Assessment of Functioning) at baseline, and after 3, 6, and 12 monthx.

Only baseline results will be presented as the study is ongoing.

TRANSVERSUS ABDOMINAL PLANE (TAP) KATETER ANLAEGGELSE
TIL COLONRESEKTION: ET METODESTUDIE.

N.F. Bjerregaard?, B.S. Rasmussen?, L. Nikolajsen?

tAnzstesien, Aalborg Sygehus Syd, Aarhus Universitets Hospital,
2Anzstesiologisk afdeling og Dansk Smerteforskningscenter, AS, NBG

Background and Objectives:

Transversus abdominis plain block have shown effect on postoperative pain
after abdominal surgery[i]. Only limited data exists on TAP-catheter and
extended analgesic effect through bolus injection or infusion[ii]. This study
demonstrates the use of TAP-catheters for open colon surgery.

Methods:

15 patients scheduled for open colon resection were prospectively included.
Bilateral ultrasound guided TAP-catheters were placed preoperatively using
the posterior approach and a bolus of 20 mL bupivacaine %4 % with
epinephrine 5 pg/ml was given after placement and every 12 hours. A total of
4 boluses were given. We recorded NRS and opioid consumption.

Results:

Bilateral TAP-catheters with the posterior approach prior to surgery and
administration of bupivacaine boluses is feasible, showed no complications
and gave sufficient analgesia and low opioid requirements. Total opioid
requirement for the 48 hours was 35 mg iv morphine-equivalent. The
median NRS was 3 at rest and 5 while coughing.

Conclusion:

TAP catheter, as part of a multimodal analgesic regime, seems to be a good
alternative for postoperative pain management after major abdominal
surgery. However the technique is best suited for non-extensive surgery
where the pain derives primarily from the surgical incision.
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[i] McDonnell JG, et al The analgesic efficacy of transversus abdominis plane
block after abdominal surgery: a prospective randomized controlled trial.
Anesth Analg 2007; 104: 193—7.

[ii] Heil JW, et al. Ultrasound-guided transversus abdominis plane catheters
and ambulatory perineural infusions for outpatient inguinal hernia repair.
Reg Anesth Pain Med. 2010 Nov;35(6):556-8.

PERCENTAGE OF VESTIBULAR DYSFUNCTION IN 361 ELDERLY
CITIZENS RESPONDING TO A NEWSPAPER ADVERTISEMENT.

M. Brandt, E. Gronvall?, J.J. Henriksen3, S.B. Larsen4, U. Laessoe5, M.M.
Morcht, E.M. Damsgaard:

1Department of Geriatrics, Aarhus University Hospital, Denmark,
2Department of Computer Science, Aarhus University, Denmark,
3Department of Ear-, Nose- and Throat, Aarhus University Hospital,
Denmark, 4The Alexandra Institute, Aarhus University, Denmark,
5Department of Health Science and Technology, Aalborg
University,Denmark

Introduction

Elderly patients with vestibular dysfunction have an eight-fold increased risk
of falling compared to other fall patients. The aim of this study was to
identify the percentage of vestibular dysfunction among elderly citizens with
complaints of dizziness.

Method

To recruit elderly citizens with dizziness we advertised in a local newspaper.
A telephone interview with the respondents was done by a physiotherapist
(PT). If the PT concluded that the reason for the dizziness could be
vestibular dysfunction the citizen was invited for further examination. The
citizen was tested by the PT and a nurse in the Fall Clinic, Department of
Geriatrics, Aarhus University Hospital. If the patient was still under
suspicion of vestibular dysfunction he/she was examined by a geriatrician
and eventually by a specially trained otoneurologist on the ENT Department,
Aarhus University Hospital.

Results

361 elderly citizens responded to the advertisement. 124 patients were
suspected of vestibular dysfunction and further tested in the Fall Clinic. 71 of
these patients have been seen until now and in 37 (52%) vestibular
dysfunction were diagnosed. BPPV was diagnosed in 21 (30%) of the patients
having vestibular dysfunction. Of 37 patients having vestibular dysfunction,
16 needed further testing in the ENT Department. BPPV was diagnosed in
further 4 patients.

Conclusions

Vestibular dysfunction among the elderly is an overlooked problem and may
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be relatively simply diagnosed by vestibular bedside tests. In this study,
surprisingly many citizens had BPPV, which can be diagnosed by the Epley
maneuver or the Roll test.

Katja Glejsted BEREAVEMENT AND CONGENITAL ANOMALIES

Ingstrup

K.G. Ingstrup, J. Li, E.A. Nohr, J. Olsen, B.H. Bech
Aarhus University, Epidemiology

Background: Congenital anomalies (CA) such as neural tube defects are
often serious and lethal to the fetus and the etiology is largely unknown. The
prevalence of CA is about 5-8% in most affluent countries. The theory of
developmental origins of health and disease suggests that fetal environment
plays an important role for the child’s future disease susceptibility. Stress
exposures in animal studies have shown an association with CA. Emotional
stress in humans during the perinatal period has previously been associated
with CA related to the neural cranial crest, but numbers were too small to
study specific CA’s and the possibility of chance findings could not be
excluded. Objective: To investigate the associations between maternal stress
measured as bereavement due to loss of a close relative in the perinatal
period and CA of the neural tube, cleft lip/ palate, hypospadias and
cryptorchidism. Methods: The project is part of a European Research
Council / FP7 starting grant. It is designed as a follow-up study based on 20
national registries in Denmark, Sweden and Finland. The total study
population is approximately 6.7 million children. Bereavement is defined by
a single life event - the death of a close relative - and approximately 163,000
are exposed. Follow-up starts at birth and continues until diagnosis of CA or
the child’s first birthday. The registers allow for adjustment of a number of
covariates/potential confounders, such as demographic variables, birth
characteristics, socioeconomic conditions and history of maternal diseases.
We believe that our studies will probably provide worthy epidemiological
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evidence to the theory of prenatal stress exposure and CA.

EVALUATING A COGNITIVE TREAMENT PROGRAM FOR PATIENTS ON
SICK LEAVE DUE TO WORK RELATED STRESS: A RANDOMISED
CONTROLLED STUDY

L. Dalgaard
Clinic of Occupational medicin, the Regional Hospital West Jutland
Abstract

Background: Clinics of occupational medicine have experienced a rise in
patients with work related stress reactions. Many of these patients are also
on sick leave. Work related stress symptoms may have many individual and
socio-economical consequences. Still, only few well-documented treatment
interventions seem to be available. Research indicates that cognitive
interventions are more effective than other treatments in reducing stress
symptoms. The aim of this study is to evaluate the effect of a cognitive
treatment intervention in reducing stress symptoms and length of sickness
absence.

Methods: A randomized controlled trial is being carried out with 60 patients
in the treatment group and 60 patients in the control group (treatment as
usual). People on long term sick leave (4-8 weeks) are referred to the
regional Clinic of Occupational Medicine from three municipalities. All
patients receive a psychological interview and a medical examination. Only
patients who are diagnosed with adjustment disorder related to work are
included in the trial. The intervention is designed to help patients identify
stressors at work and develop useful cognitive and behavioral coping
strategies. The program comprises of 6 individual sessions. Questionnaires
are answered at baseline, after 4 months and after 10 months. Main
outcomes are perceived stress and length of sick leave; other outcomes are
general health, cognitive symptoms, sleep, and coping style.

Hypothesis: It is hypothesised that the intervention will be more effective
than care-as-usual in decreasing the level of perceived stress as well as
reducing sickness absence duration.

ASSOCIATION BETWEEN PARENTAL HOSPITAL-TREATED INFECTION
AND THE RISK OF SCHIZOPHRENIA IN ADOLESCENCE AND EARLY
ADULTHOOD

P.R. Nielsen, T.M. Laursen, P.B. Mortensen
National Centre for Register-Based Research, Aarhus University

It has been suggested that infection during perinatal life may lie at the
etiological root of schizophrenia. It has thus been hypothesized that the
origin of schizophrenia may lie either in direct fetal infection and/or in a
generally increased familial susceptibility to infections, some of which may
occur during pregnancy. We explored these two hypotheses by assessing
maternal infection during pregnancy and maternal as well as paternal
infection in general as predictors of schizophrenia in their offspring. We
found a slightly increased risk to be associated with prenatal infection
exposure. However, the effect of prenatal infection exposure was not
statistically significantly different from the effect of infection exposure in
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general. Parental infection appeared to be associated with development of
schizophrenia in adolescence and early adulthood. Our study does not
exclude a specific effect of infection during fetal life; yet, it does suggest that
schizophrenia is associated with an increased familial liability to develop
severe infection.

DEMOGRAPHIC CHARACTERISTICS FOR 931 PARTICIPANTS
INCLUDED IN THE DANO-RUN STUDY: A 1-YEAR OBSERVATIONAL
FOLLOW UP STUDY ON RUNNING RELATED INJURIES.

R.O. Nielsen!, I. Buist?, H. Serensen3, M. Lind4, S. Rasmussen5

1Department of Public Health, Graduate School of Health Science, Aarhus
University, Denmark, 2University Medical Center Groningen, Netherlands.,
3Department of Public Health, Faculty of Health Science, Aarhus University,
Denmark., 4Department of Orthopaedics Aarhus University Hospital, THG,
Denmark, sAarhus university hospital - Aalborg hospital. Orthopaedic
Surgery Research Unit.

Background

Previously, body mass index (BMI) and previous injuries have been
identified as risk factors for Running Related Injuries (RRIs). The aim of this
abstract is to present the demographic characteristics of healthy individuals
included in a 1-year prospective follow up study investigating the
mechanisms leading to RRIs.

Methods

Recruitment was assisted by advertisements in the local media, hospitals,
and at Aarhus University. Healthy participants between 18 and 65 years of
age, who had no injury of the lower extremity in the three months prior to
inclusion and who have not been running on a regular basis in the previous
twelve months were eligible for inclusion in the study. During summer 2011
a total of 1532 persons requested to participate by completing a online
questionnaire; of these 970 persons were tested at baseline. Information on
age, BMI, and previous injuries were obtained from the questionnaire. The
assumption of normality for each numerical variable was checked by
histograms and Q-Q plots. Descriptive analysis was made for the following
variables: age, BMI, previous injuries for both genders.

Results

A total of 931 participants were included in the study. Mean age and BMI
were 37.2 + 10.3 SD and 26.0 + 4.1, respectively. A total of 21.7% have had
an injury in the lower extremity. Among women the mean age and BMI were
36.8 + 10.0 and 25.4 + 4.2, while age and BMI for males were 37.6 + 10.6
and 26.6 + 3.8, respectively.

Conclusion

It was possible to include a cohort of 931 persons to a study which
investigates the link between training characteristics and RRI. This study
may be the first study to adequately measure running patterns reliably in a
large sample.
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INTERNATIONAL VALIDATION OF THE LOW ANTERIOR RESECTION
SYNDROME SCORE (LARS SCORE)

T. Juul, P. Christensen, S. Laurberg

Surgical Research Unit, Department of Surgery P, Aarhus University
Hospital

Background: Rectal cancer patients undergoing Low Anterior Resection
(LAR) often experience impairment of their bowel function. The complex of
bowel symptoms is described as “Low Anterior Resection Syndrome”
(LARS). Comparison of results has been limited by the lack of a common
outcome measure. The LARS score is a five-item questionnaire recently
developed in order to provide a common “quick and easy” tool for scoring
the severity of LARS. The score needs an international validation in order to
facilitate its usage internationally.

Aim: To investigate the test-retest reliability of the LARS score and to
investigate the validity of the LARS score by means of analysing the
association between LARS score and the impact of LARS on quality of life.

Methods: The original Danish LARS score was translated to English,
Swedish, German and Spanish according to current recommendations. Eight
centres in 5 European countries participate in the validation of the LARS
score and each country contributes with 250 former LAR patients. All
patients receive by mail a quality of life questionnaire (EORTC QLQ C30)
and the LARS score combined with a single anchor question concerning the
impact of symptoms on quality of life. A subgroup of 75 patients from each
country will receive the LARS score questionnaire twice to test the test-retest
reliability.

Current status: The data collection is completed in Sweden and Denmark,
while the Spanish and German centres are expected to complete data
collection in October 2011. The English centres have not yet initiated the
study, but will start within a month. The data analysis will be initiated in
January 2012 and an article will be submitted in March 2012.

ASSOCIATION BETWEEN SOCIOECONOMIC POSITION AND TIME TO
DIAGNOSIS OF CANCER

M.L.I. Kise, R.P. Hansen, F. Bro, P. Vedsted

The Research Unit for General Practice, School of Public Health, Aarhus
University

Aim: It is well-documented that lower socioeconomic position (SEP) is
associated with a lower relative cancer survival. The social gradient in
survival is not explained by the social gradient in incidence of cancer.
Therefore, other explanations must be sought. We aimed to examine the
association between cancer patients’ SEP and the length of time intervals in
cancer diagnosis.

Design/method: We conducted a cross-sectional study combining
questionnaire data with registry data. The study included approx. 15,000
patients who received a first-time diagnosis of cancer during 2004-2005 and
2007-2008. All types of cancers, except non-melanoma skin cancer, were
included. A detailed questionnaire on the diagnostic pathway was filled out
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by the patients' general practitioners. The patients' demographic and
socioeconomic characteristics were obtained from Statistics Denmark.
Associations between socioeconomic and demographic variables and the
time intervals in the diagnosis of cancer were calculated as odd ratios with
the length of the time interval as the outcome variable. Analyses were
adjusted for comorbidity and presenting symptoms.

Results: Analyses are ongoing. Preliminary results suggest that a social
gradient in the diagnostic interval exist. The final results will be presented
for all cancers combined as well as specific for the most frequent cancers.

Conclusion: An association between lower SEP and longer time intervals in
cancer diagnosis might contribute to explain some of the social inequality in
cancer survival. Our results will indicate where in the diagnostic pathway to
intervene.

TOWARDS A CLINICAL USEFUL DIAGNOSIS FOR MODERATE
MEDICALLY UNEXPLAINED SYMPTOMS IN PRIMARY CARE

M.T. Rask?, R.S. Andersent, F. Bro', P. Fink2, M. Rosendal’

1Research Unit for General Practice, Department of General Practice,
Institute of Public Health, Aarhus University, Denmark, 2Research Clinic for
Functional Disorders and Psychosomatics, Aarhus University Hospital,
Denmark

Introduction: Medically unexplained symptoms (MUS) represent a spectrum
of disorders ranging from mild symptoms to serious and persisting
disorders. However, current diagnostic classifications of MUS only include
single symptoms or chronic cases of somatoform disorders.

Aim: To investigate general practitioners’ (GPs) application of a suggested
new diagnostic category ‘multiple symptoms’ for moderate MUS and their
views on its clinical usefulness.

Methods: A mixed methods approach was used. For two weeks 20 GPs
classified symptoms presented in consecutive consultations according to the
International Classification of Primary Care (ICPC) supplemented by
‘multiple symptoms’. Subsequently the GPs participated in semi-structured
focus group interviews. Analysis of interview data followed ethnographic
principles.

Results: A minority of consultations concerned ‘multiple symptoms’ though
a substantial variation was seen in between GPs. ‘Multiple symptoms’ was
described as a tool for improved communication about and raised awareness
of patients with MUS hindering them from a futile odyssey in the health care
system. We identified three main themes influencing the clinical usefulness
of ‘multiple symptoms’: while (1) relational continuity was seen as an
essential pre-requisite, (2) lack of consensus on categorization and (3)
complexity of patient cases hampered the use of this new category.

Conclusion: ‘Multiple symptoms’ as a category for moderate MUS may serve
more clinical purposes. However, underlying values, attitudes, and
structures in general practice have to be addressed in the continuing
development of diagnostic classifications of MUS if these are to be clinical
useful.
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[New initials (change me)] [New last name (change me)]J!, A. Budtz-Lilly’,
M. Vestergaard:, P. Fink2, G. Moth?, M. Rosendal

The Research Unit for General Practice, Aarhus University, 2The Reaseach
Clinic for Functional Disorders, Aarhus University Hospital

Aim: Medically unexplained or functional symptoms and disorders are
common in primary care. Empirical research has proposed specific criteria
for a new unifying diagnosis for functional disorders and syndromes: Bodily
Distress Syndrome (BDS). This new diagnosis is expected to be integrated
into upcoming versions of classification systems. The objective of this study
is to estimate the prevalence and describe the characteristics of patients with
BDS in primary care.

Method: We recruited a cohort of 4870 patients of 18+ years from the
Central Denmark Region from December 2008 until December 2009 as part
of a study on reasons for encounter and disease patterns in general practice
(Kontakt- og Sygdomsmenster i almen praksis — KOS). A total of 404
general practitioners (GPs) included all patients consecutively for one day.
At inclusion, the GPs reported: reason for encounter, diagnoses, and their
interpretation of the content of the contact.

Patients in the cohort were assessed with a number of measures in addition
to the BDS scale; self evaluated health, mental health, health anxiety,
smoking habits, alcohol dependency and social network.

Results: We will present data on the prevalence of BDS in a primary care
population as well as the characteristics of patients with BDS.

Conclusion: Results from this study will make precise and clinically relevant
contributions to the development of diagnostic classification for primary
care patients who are poorly described in the present classification systems.
Results from this study will help GPs diagnose patients with functional
disorders and thereby provide the opportunity for improved management.

P10.09  Stine Yde Q FEVER SEROLOGY AND PREGNANCY OUTCOME IN WOMEN
Nielsen EXPOSED TO LIVESTOCK ANIMALS

S.Y. Nielsenz 2, T.B. Henriksen2, A.M. Nybo Andersen3, K. Molbak4, N.H.
Hjollund:

Dept. Occupational Medicine, Herning Hospital, 2Perinatal Epidemiology
Research Unit, Skejby, 3Section of Social Medicine, Dept. Public Health, Cph
University, 4Statens Serum Institut

Q-fever is a bacterial zoonosis caused by Coxiella burnetii. Cows, goats, and
sheep are primary reservoirs and human infection occurs by inhalation of
aerosols from animal birth products.

Pregnant women may, when infected, experience adverse pregnancy
outcomes.
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The Danish National Birth Cohort collected blood samples and interview
data from 100,418 pregnant women between 1996-2002. This study sampled
200 pregnant women with occupational exposure to domestic animals
(veterinarians and female farmers), 200 women with domestic exposure
(women living on farms with dairy cattle and/or sheep) and a random
sample of 500 controls. All samples were screened for antibodies against C.
burnetii in a commercial enzyme-linked immunosorbent assay (ELISA).
Samples positive either for IgG or IgM antibodies in the ELISA were
confirmed with an immunofluorescence (IFA) test.

Reporting the IFA results, the proportion of women with serologic evidence
of Q fever was significantly higher in the group with occupational exposure
to livestock (19.1%, OR: 39.0; 95%CI : 11.9-128.4) as well as in the group
with domestic exposure to livestock (11.0%, OR: 20.5; 95%CI: 6.1-69.2)
when compared to pregnant women from the reference group (0.6% IFA
positive). However, the risk of spontaneous abortion was not higher among
women with occupational exposure (0.52%, OR: 0.13; 95%CI: 0.02-1.05) nor
among women domestically exposed (1.5%, OR: 0.41; 95%CI: 0.12-1.34).

These findings suggest that veterinarians, farmers and other people exposed
to livestock animals experience greater risk of C.Burnetii infection, but this
study did not find any association between exposure and spontaneous
abortion.

POSTSTROKE FATIGUE - DEVELOPING AND TESTING A PROGRAM TO
REDUCE AND COPE WITH FATIGUE

B. Blicher Pedersent, H. Kronborg2, S.P. Johnsen3, G. Andersen?, M.
Kirkevold?

1Department of Neurology, Aarhus University Hospital, 2Department of
Nursing Science, Institute of Public Health, Aarhus University, 3Department
of Clinical Epidemiology; Aarhus University

Background

Fatigue is a common complaint after stroke, reported by 39-72% of patients.
It has been shown that poststroke fatigue may be related to poor
neurological recovery, low level of activities of daily living and decreased
quality of life. However, little is known about strategies to address poststroke
fatigue and the effectiveness of such strategies. A theory and evidence based
program has been developed addressing the needs of patients suffering from
poststroke fatigue.

Material and Methods

The overall approach is Intervention Mapping, and the program is developed
by 1) conducting a literature review for a Needs Assessment, 2) creating
matrices of change objectives based on determinants of behaviour and



environmental conditions, 3) selecting theory-based intervention methods
and practical strategies, and 4) translating methods and strategies into an
organized program.

Results

The program is based on “partnership”, involving both patient and
spouse/family members as active participants. The theoretical approach is
social cognitive theory, focusing on self-efficay. Furthermore motivational
interviewing and the stage of change model is applied. The program consists
of two main topics, a coping-oriented communicative part and a part
focusing on increasing physical activity. The main strategy is a workbook
aimed at supporting patient and spouse/family members reflect on
poststroke fatigue, strategies to reduce and cope with poststroke fatigue, and
goal setting. Practical strategies are for example the use of a pedometer and
a step diary. These strategies serve both as a motivational strategy for the
patient and as objective measures for evaluating physical activity.

P1o.11  Kirsten Krabek CARING FOR THE CAREGIVER - A MIXED METHOD STUDY OF

Frantzen

PARENTAL TREATMENT PREFERENCES IN AUTISTIC CHILDREN
K.K. Frantzen', M. Bjerrumz, M. Jorgensen3, M.B. Lauritsen

1Aarhus University Hospital, Regional Center for Child and Adolescent
Psychiatry, Research Department, 2Aarhus University, Department of
Nursing Science, 3Aarhus University Hospital, Regional Center for Child and
Adolescent Psychiatry, Department B

Background

In a Danish population where treatment of children with autism is
compulsory it is unclear how parents' sense of competence, locus of control
and parenting style influence treatment preferences.

Children with autism suffer impairments in communication, social
interaction and stereotyped repetitive behaviours and the condition has
pervasive impact on their families. Parental and family aspects influence the
parents’ reasons for treatment choice and thereby also the outcome for the
affected child. In this sparsely investigated research area it is important to
study the parental and family aspects to optimize the conditions for
intervention and development.

Aim

This study explores if parental indicators may be identified and if they do
exist how such aspects determine which elements of treatment parents deem
to be important.

Method

An extensive Mixed Methods design is applied to gain varied insight and
information about parameters important for parents in evaluating different
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treatment choices. A convergent parallel design is chosen where the
qualitative semi-structured interviews are combined with quantitative
psychological test. Merging the results from both data sources and
combining them with child characteristics such as a severity score provides
us with an opportunity to analyze a complex and unclarified question
regarding parental treatment preferences.

The study is conducted at Aarhus University Hospital and includes 12
couple of parents whose children have received different types of
intervention in both normal and specialised settings.

The perspective is to gain information that can be studied further in larger
populations of parents.

USE OF DANISH PRIMARY CARE OUT-OF-HOURS SERVICES BY
PATIENTS WITH CHRONIC DISEASES

L. Flarup
Forskningsenheden for Almen Praksis, Aarhus Universitet
Background

In recent years, focus has increasingly been on treatment of patients with
chronic diseases. These patients are in need of increased medical efforts,
thus demanding a significant amount of resources.

Although GPs are supposed to take sufficient care of patients with chronic
diseases in daytime we do not know the reason for their contacts to the out-
of-hours services (OOH) and why they are in acute need of medical help out
of hours. Due to a lack of research in this area, we do not know if the need is
caused by the chronic disease.

Aim

The aim of this study is to describe the OOH utilisation by people with
chronic diseases compared with a matched group without such diseases. For
a subgroup we will furthermore describe the reason for encounter, the GP’s
diagnosis and the severity of the disease as estimated by both the GP and the
patient.

Methods

The study is based on national data and data collected in LV-KOS2010.

The study population: All persons with personal identification numbers in
DK. Cases: Persons aged 18+ with chronic diseases identified via pretested
algorithms. Controls: Persons aged 18+ without chronic diseases. Data from
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the National Health Insurance Service Registry was used for analysing the
use of OOH and other health care services for the two groups.

To analyse patient characteristics, reason for encounter and patient and GP
experience with the contacts we use both register data and data from LV-
KOS2010 including information from patient and GP questionnaires. Study
period: One year from 18 June 2010.

Data will be statistically analysed using multivariate analysing and other
relevant models.

Results
Results are not ready for publication.

ROBUST OPTIMIZATION TO ACCOUNT FOR GEOMETRICAL
UNCERTAINTIES CAUSED BY INDEPENDENTLY MOVING TARGETS

S. Thornquistt 2 3, L.B. Hysing4, M. Sohns: ¢, L. Bentzen3, L.P. Murent 2 3

1Department of Medical Physics, Aarhus University Hospital, Aarhus,
Denmark, 2Clinical Institute, Aarhus University, Aarhus, Denmark,
3Department of Oncology, Aarhus University Hospital, Aarhus, Denmark,
4Department of Oncology and Medical Physics, Haukeland University
Hospital, Bergen, Norway, 5Department of Radiation Oncology, University
Hospital Grosshadern, Miinchen, Germany, 6Section for Biomedical Physics,
University Hospital for Radiation Oncology, Tiibingen, Germany

Aim

To account for independent movement of multiple targets in pelvic
radiotherapy, margins and image-guidance is used. Margins are usually
based on population-data and may lead to unnecessary irradiation of normal
tissue. Our previous study on prostate RT revealed difficulties in target
coverage of the seminal vesicles (SV) still when the dose to rectum was just
within our planning criteria. This was due to movement and deformation of
the SV, hence seen independent of image guidance strategy. We are now
aiming to calculate margins that are robust for deformations but still having
high specificity and sensitivity.

Material and Methods

The study includes image data of 20 patients with 8-9 repeat CT scans, all
with manual delineations of lymph nodes, prostate, SV, rectum, bladder and
the bowel cavity. The repeat CTs are co-registered to the planning CT rigidly
by intra-prostatic fiducials and by deformable image registration. A principal
component analysis (PCA) is made on the deformation fields and the results
used for simulating probable deformations. The simulations will be used as
evaluation of the number of scans needed for the coverage probability maps
(CPM). Calculation of the CPMs is based on the rigid co-registration of the
contours from the repeat CTs. A dosimetric comparison of the CPM planning
versus the conventional population based planning will then be performed.
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Perspectives

An accurate description of geometric uncertainties e.g. deformations and
movement is paramount for dose escalation in RT of prostate cancer. With
high dose thresholds, motion during treatment will degrade high dose
gradients if not accounted and this will be addressed in future studies.

THE ROLE OF MIRNA AND AID IN B-CELL MALIGNANCIES
M.B. Laursen, H.E. Johnsen, K. Dybkaer
Department of Haematology, Aalborg Hospital, Aarhus University

miRNAs are small non-coding RNA molecules that binds to specific mRNAs
(their targets), and thereby inhibits protein translation. Deregulated miRNA
expression is often associated with cancer, and is considered to play a
profound role in both cancer initiation and progression. Deregulation of
mature miRNA may take place at the level of biogenesis as a result of
mutations in the miRNA transcripts. In B-cell cancers, such mutations could
be caused by AID (Activation Induced cytidine Deaminase), a mutagenic
factor which is involved in cutting double stranded DNA during antibody
diversification in normal B-cell differentiation. Aberrantly high AID
expression, in Diffuse Large B-Cell Lymphoma (DLBCL) patients, is
correlated with aggressive tumor growth and poor disease prognosis.

Our hypothesis is that over-expressed AID leads to mutations in miRNA
transcripts, resulting in deregulation of mature miRNA and potentially
lymphomagenesis.

We observed, using miRNA array analysis of tissue from 50 DLBCL patients,
that high or low AID expression levels was correlated with distinct miRNA
expression signatures. This indicates that AID might affect the miRNA
expression pattern in patients. The specific impact of AID on miRNA
expression will further be investigated by mutational screening of miRNA
transcripts in patient samples with high AID expression. In addition, the
consequence of AID over-expression in B cell lines with inherent low AID
will be studied, allowing for in depth evaluation of AID effect on miRNA
mutation rate and expression patterns.

A part of the scientific programme CHEPRE supported by The Danish
Agency for Science, Technology and Innovation.

HEPARANASE AND MULTIPLE MYELOMA — IMPACT OF SINGLE
NUCLEOTIDE POLYMORPHISMS (SNPS) IN THE HEPARANASE GENE
ON SURVIVAL AND BONE MARROW ANGIOGENESIS

N.F. Andersen?, U. Vogel2, T.W. Klausens3, A. Vangsted+

1Department of Haematology, Aarhus University Hospital, 2National Food
Institute, Technical University of Denmark, 3Department of Haematology,
University Hospital of Copenhagen at Herlev, 4Department of Haematology,
Roskilde Hospital, Copenhagen University
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Multiple myeloma is a plasma cell neoplasm characterized by proliferation of
clonal plasma cells in the bone marrow, presence of a monoclonal protein in
serum and/or urine, osteolytic bone lesions, renal insufficiency, anaemia

and hypercalcaemia.

Heparanase promotes angiogenesis by releasing heparin-binding angiogenic
growth factors as fibroblastic growth factor 2 (FGF-2) and vascular
endothelial growth factor (VEGF) that is trapped in the extracellular matrix.
Active heparanase is present in bone marrow plasma from myeloma patients
as well as high heparanase activity is associated with high microvessel
density an estimate of angiogenesis. Recent studies have shown that
heparanase promotes expression and shedding of syndecan-1, thereby
stimulating endothelial invasion and angiogenesis. Furthermore, heparanase
enhances osteoclastogenesis through syndecan-1 and may influence bone
resorption. Different single nucleotide polymorphisms (SNPs) in the
heparanase gene have been described and some are associated with
increased heparanase expression. Recent studies have examined the
potential association between specific SNPs in the heparanase gene and
malignancies and a possible correlation with acute leukaemia, multiple
myeloma and ovarian cancer has been demonstrated.

In this study we examine different SNPs in the heparanase gene in 350
multiple myeloma patients and describe the relation with estimated bone
marrow angiogenesis, efficacy of angiogenesis inhibitor treatment, osteolytic
bone disease and survival. The results will be presented at the PhD-day.

PROGNOSTIC AND PREDICTIVE SIGNIFICANCE OF CELL CYCLE,
APOPTOSIS AND DNA DAMAGE RESPONSE REGULATORS IN LOCALLY
ADVANCED LYMPH NODE NEGATIVE BLADDER CANCER

J.R. Laurbergt, A.S. Brems-Eskildsen:, T. Orntofts, J. Bjerggaardz, A.
Hartmann3, L. Dyrskjot!

Department of Molecular Medicine, Aarhus University Hospital, 2Urological
Department K, Aarhus University Hospital, 3Department of Pathology,
University of Erlangen, Germany

ABSTRACT:

Background: Treatment options for invasive bladder cancer include
cystectomy and radiotherapy, but guidelines differ between countries.
Biomarkers may aid in personalized, and hence optimal, treatment decisions
for each patient. Yet, no such biomarkers are currently applied in the clinical
setting. Some of the main problems are lack of validation of significant
results, and a scarcity of studies evaluating biomarkers in suitable
cystectomy and radiotherapy cohorts. Here, we report the association
between the markers Tip60, p16, MRE11, pATM, pRB, ki67, and p53 and
clinical outcome.

Methods: Protein expression was studied by immunohistochemistry in pre-
treatment tumor specimens from two independent cohorts of bladder cancer
patients treated with cystectomy (n = 162 and 276) and one cohort of
patients receiving radiotherapy (n = 148).

Results: P16 was significantly correlated with survival in all three cohorts.
Tip60 was significantly correlated with survival in the cystectomized cohorts
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but not in the cohort receiving radiotherapy. In contrast, MRE11 was
significantly correlated with survival in the cohort receiving radiotherapy but
not in the cystectomized cohort.

Conclusion: In this immunohistochemistry study, Tip60 protein expression
was demonstrated as a predictive factor associated with survival following
cystectomy. MRE11 was demonstrated to be a predictor of radiotherapy
response for bladder cancer patients. Our study demonstrated the novel
marker Tip60 to be the strongest prognostic factor in multivariate analysis
in cystectomized patients, justifying its potential inclusion in further
validation studies and subsequent trial designs.

BREAST CONSERVING THERAPY:
C.D. [Lyngholm]
Unit of Breast and Endocrine Surgery Dep. P, Aarhus University Hospital

Background: DBCG introduced BCT as a standard treatment in Denmark in
1990. No evaluations have been performed since to ensure good cosmetic
outcome and low levels of adverse reactions. The aim of our study was to
evaluate these issues. Material and Methods: 214 patients treated with BCT
participated in a single follow-up visit. Patients were divided into 3
treatment-groups: no adjuvant treatment, chemotherapy and anti-hormone
therapy. Results: With a mean follow-up time of 12.3 years,
Moderate/Severe fibrosis was found in 49 patients. Fibrosis was more
common if patients were receiving CEF-chemotherapy (OR 2.8 p = 0.028),
were current smokers (OR 2.4, p=0.02) or had large breasts (bra cup size
>C; OR 3.2, p=0.001). Assessed by a clinician 50% of patients scored
Good/Excellent on cosmetic outcome compared to 88 % when reported by
the patients themselves. Patients more likely to be satisfied were young (<
50 years; OR 3.2 p=0.03), had no postoperative complications (OR 3.7,
p=0.01) and no fibrosis (OR 6.4, p<0.0005). Patients with a satisfactory
cosmetic outcome when assessed by a clinician had small tumors (<2 c¢m;
OR 3.2, p=0.003), bra cup size < C (OR 1.9 p=0.02) and no adverse
reactions to radiotherapy (excluding fibrosis; OR 4.4, p=0.02). Conclusions:
our study showed satisfying levels of cosmetic outcome with an
uncomplicated course of disease being decisive of the patients evaluation
while cosmetic outcome from the clinician’s point of view seemed to be
associated more with variables representing less surgical procedures or less
irradiation. The level of Moderate/Severe fibrosis was acceptable and most
importantly associated with patients receiving CEF.
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CANCER THERAPY INDUCED MUCOSITIS: CELLULAR AND HUMORAL
FACTORS INFLUENCE PRESENCE AND HEALING IN CONSECUTIVE
MUCOSA BIOPSIES AND BLOOD SAMPLES BY MICROARRAY AND
FLOWCYMETRY.

M. Marcussen

Department of Oral and Maxillofacial Surgery, Aalborg Hospital, Aarhus
University Hospital

Clinical research project, running 3 years from September 2010.

OMEFS specialist Mette Marcussen, PhD student enrolled into the
Haematology programme, Graduate School of Health Sciences Aarhus
University, Aalborg Hospital (Supervisor Proff HE Johnsen).

Object: Mucositis, a complication to chemo- or radiotherapy, is
characterized by inflammation/ ulceration through oro-pharynx and
gastrointestinal canal. As a consequence diarrhoea, dysphagia, secondary
infection, febrile episodes and septicaemia are side effects with impact on
treatment doses and therapeutic outcome. In highly select groups of patients
undergoing HDT/ASCT, 75 % will suffer from mucositis. There is no
effective evidence-based preventive strategies and only palliation is
implemented.

Hypothesis: Circulating humoral and cellular factors may be important for
pathogenesis and healing of mucositis — which can be evaluated by paired
analysis of human mucosa biopsies and peripheral blood by global gene and
protein expression analysis and multiparametric flow cytometry.

Materials and methods: Consecutive biopsies and blood samples from 10
HDT/ASCT, 10 AML in chemotherapy, 10 tonsil cancer patients and 10
healthy controls will be sampled and stored in the Biobank. Analysis will be
performed by standard multiparametric flow cytometry and microarray
technologies and data modulated to identify tissue and blood changes
correlated to clinical data registration of oral mucositis by the WHO method.

Perspectives: It is expected that this study will identify new pathogenetic
biomarkers with potential for drug design and preventive intervention.

Andreas Carus PREOPERATIVE LEUCOCYTOSIS IS AN INDEPENDENT RISK FACTOR

ONLY IN EARLY STAGE NON-SMALL CELL LUNG CANCER (NSCLC)
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A. Carus!, M. Ladekarli, H. Hager2, H. Pilegaards, F. Donskov?

1Department of Oncology, Aarhus University Hospital, 2Department of
Pathology, Aarhus University Hospital, 3Department of Thoracic surgery,
Aarhus University Hospital, Skejby

Background

Non-small cell lung cancer is the most common cause of cancer-related
death worldwide. Preoperative leucocytosis has previously been associated
with impaired survival in smaller cohorts of resectable NSCLC. We reviewed
baseline prognostic factors in patients with surgically resectable NSCLC with
focus on inflammatory markers.

Patient and Methods

The clinical database of NSCLC patients at the Dept. of Thoracic Surgery at
Skejby from 2000 through mid 2008 was reviewed retrospectively and 906
patients with complete data were identified. 234, 292, 197 and 183 had
cancer stage IA, IB, IT and III, respectively.

Results

Elevated White blood cell count (WBC) and CRP were more frequent in
higher tumour stages and in non-adenocarcinoma histologies.

Multivariate analysis of all patients showed pathologic tumour stage to be
the strongest prognostic factor for overall survival (OS). Moreover, elevated
WBC, hyponatremia, anaemia, male sex, higher Charlson index, microscopic
irradicality and adjuvant treatment were also negative prognostic factors.

Multivariate analysis stratified for tumour stage revealed elevated WBC as a
significant prognostic factor for recurrence-free survival (RFS) (hazard
ratio[HR] 2.0; 95% CI 1.5 to 2.7; P<0.0001), cancer specific survival(CSS)
(hazard ratio[HR] 2.0; 95% CI 1.4 to 2.8; P<0.0001) and OS (hazard
ratio[HR] 1.5; 95% CI 1.1 to 1.9; P<0.004) in stage I cancer, but not in stage
II and III.

Conclusion

Elevated white blood cell count has negative prognostic value for recurrence
free survival, cancer specific survival, and overall survival in stage I NSCLC,
but not in stage II and III.

Further research in inflammatory markers in NSCLC is warranted.

QUANTITATIVE CT-IMAGING BASED ON CONTRAST MATERIAL
ENHANCEMENT

J. Thygesen, M. Pedersen, F. Rasmussen

Dept. of Clinical Engineering, Institute of Clinical Medicine And Department
of Radiology - NBG, Aarhus University Hospital

Background

In X-ray CT we have seen a tremendous development of both technical
performance, the number of scanners installed and in the number of
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examinations carried out.

The improved volume coverage, spatial (submilimeter) and temporal
resolution is raising the interest in expanding the morphological CT
gathered information to include functional information of the tissue of
interest.

With Functional CT imaging we measure the transport by blood flow of an
intravenously administered iodinated contrast agent to the tumor and
exchange by diffusion of these contrast molecules between the intravascular
space and the extravascular interstitial space. With the current fast CT
scanners, both tissue and vascular contrast concentrations can be measured
and traced over short intervals to allow detailed modelling of the
distribution of contrast agent in tissue. The functional parameters can be
quantified and tracked in time as a marker of response to therapy.

Hypothesis

1. It is possible to develop a iodine calibration scheme that tracks the intra-
and intervariability of the scanners iodine signal response.

2. We can test important acquisition and CM policy parameters in an animal
model, in order to test the reproducibility of the functional parameter
results. These optimized parameters can be transferred to clinical problem
settings.

3. We can improve our measurement reproducibility in a clinical setting so
the variations in our functional parameters can be related to changes in
pathology.

STUDIES OF SMALL DISCRETE POPULATIONS OF B CELLS BY
MICROARRAY TECHNOLOGY

K.S. Bergkuvist, A. Schmitz, H. Gregersen, M. Nyegaard, H.E. Johnsen
Department of Haematology, Aalborg Hospital, Aarhus University Hospital

Multiple myeloma (MM) is an incurable B-cell malignancy characterised by
the accumulation of malignant plasma cells in the bone marrow. It is at
present unclear whether the malignant transformation occurs solely in the
end stage differentiated plasma cell or in some instances can be traced back
to an earlier B-cell maturation stage like the memory B-cell or plasmablasts.
The hypothesis is that dysregulated and aberrantly spliced genes in B-cell
subpopulations can provide clues to the cellular origin of the disease and
that subpopulation specific gene expression in patients is correlated to
disease outcome.

The aim of the project is to establish a protocol for handling small number of
cells and performing global gene expression on B-cell subpopulations from
blood and bone marrow of MM patients and healthy donors.

Results: By combining an optimized panel of CD markers for flow sorting
and mRNA purification with magnetic beads, successfully amplification has
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been performed on 5000 memory B-cells and 2800 plasmablasts from
healthy individuals for the Affymetrix Exon array 1.0. An important
observation is that the mRNA content from different B subpopulations
varies from a fixed number of cells. Preliminary data shows that the
oncogene WHSC1 is expressed at the same levels, but with with marked
differences in splice pattern between naive, memory and plasmablasts in the
blood from healthy donors and a MM patient. The goal is to identify
population-specific splice variants in patient samples which could provide
novel clues to the understanding of the cellular origin of MM.

CHARACTERIZATION OF NK-, NKT- AND T-CELLS IN HCMV

Vazquez Garza REACTIVATION OF IMMUNOCOMPROMISED PATIENTS, FOCUSING

ON CD94/NKG2A,C,D AND CD56-NEGATIVE NK CELLS
E. Vazquez:, B. Nielsen2, A. Moller', M. Hokland*

1Department of Biomedicine, 2Hematology Department, Aarhus University
Hospital THG

Background

Approximately 60-85% of the population worldwide is seropositive for
human cytomegalovirus (HCMV). HCMV infection in immunocompromised
patients cause increased morbidity and mortality. Natural killer cells (NK)
are crucial in controlling these infections. Groups with increased risk of
HCMV disease include patients after hematopoietic stem cell transplant
(HSCT), and untreated/treated patients with chronic lymphocytic leukemia
(CLL).

Hypothesis

HCMV positive leukemic and HSCT treated patients show changes in the
NK-, NKT- and T-cell peripheral blood subpopulations.

Purpose

To characterize NK-, NKT- and T-cell populations in patients with malignant
hematological diseases in the course of cytoreductive treatment, and
comparing it to normal gender-and age-matched controls. Analyze the
expression of CD56-negative NK cells in this group since they are related to
chronic viral diseases.

Materials and Methods

Use of an in-vitro system co-culturing HCMYV (strain AD169) with
mononuclear cells from 45 mL peripheral blood samples from patients and
donors, infection will be assessed by viral antigenemia at Aarhus University
Hospital. To characterize the effect of HCMV induced proliferation of NK,
NKT- and T-cells and expression of NKG2A, NKG2D and NKG2C by multi-
color flow cytometry, proliferation by Cell Trace Violet staining, viability
with PI as well as production of key cytokines.

Perspective

To improve the characterization and understanding of the immune system
response focusing on NK-, NKT- and T-cell surface marker changes against
HCMV, being of importance for future infectious diseases diagnosis and
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treatment.
Status
Starting sample collection October 2011.

HYPODONTIA AND OVARIAN CANCER - THE CONNECTION BETWEEN
DENTAL AGENESIA AND EPITHELIAL CANCERS, ESPECIALLY
OVARIAN CANCER.

M.C.C.V. Schmidt, J. Blaakzer, C. Segaard?, L. Sunde2, C. Hogdalls, M.O.
Lexner4

1Department of Obstetrics and Gynecology, Aarhus University Hospital,
2Department of Clinical Genetics, Aalborg Hospital, 3Department of
Obstetrics and Gynecology, Rigshospitalet, Juliane-Marie Centeret,
4Department of pedodontics, University of Copenhagen.

AIM: To examine possible genetic factors that cause a predisposition to
developing epithelial cancers thereby being able to identify high-risk families
and offer them diagnostic examinations as a means of screening and thus
diminish their risk of developing cancer.

INTRODUCTION: Ovarian Cancer is known as the silent killer. A tumor can
reach a substantial size before causing any symptoms, which is one of the
reasons why ovarian cancer is often diagnosed too late with considerable
negative effect on the prognosis. A small American study showed a
surprising connection between hypodontia and ovarian cancer. A similar
connection has been shown to colon cancer. Our hypothesis is that this is
caused by genetic mutations.

MATERIALS AND METHODS: To confirm the connection between
hypodontia and ovarian cancer, all women referred to the Departments of
Obstetrics and Gynecology in Aarhus and Copenhagen, who are given the
diagnosis of ovarian cancer, will be asked to fill in a validated questionnaire
regarding their dental status, as will a matched control group. We will
distribute the same questionnaire to already known families with genetic
predisposition to cancer (HBOC and HNPCC) to see if this confirms a
connection. A sample of blood and tissue from high-risk families (suffering
from ovarian cancer and hypodontia) will be reserved for later genetic
analysis. This will be screened for relevant target genes based on the current
literature.

PERIPHERAL T-CELL LYMPHOMAS — A STUDY TO IDENTIFY
CLINICAL, PATHOLOGICAL AND BIOLOGICAL PARAMETERS TO
IMPROVE CLASSIFICATION, PROGNOSTIC ASSESSMENT AND
TREATMENT STRATEGY

M.B. Pedersen?, K. Bendix2, S. Hamilton Dutoit2, B. Honoré3, T. Steinichez,
F. d’Amore!

1Department of Hematology, Aarhus University Hospital, Aarhus, Denmark,
2Department of Pathology, Aarhus University Hospital, Aarhus, Denmark,
3Department of Medical Biochemistry, Aarhus University, Denmark

Peripheral T-cell lymphomas (PTCLs) are a rare heterogeneous group of
clinically aggressive lymphomas accounting for 10% of all non-Hodgkin’s
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lymphomas. The diseases are often disseminated at the time of diagnosis
and associated with poor outcome. The aim of the project is to contribute to
the understanding of disease biology and pathogenesis, which is lacking but
internationally demanded, with a perspective of developing more effective
outcome predictors and eventually management strategies in the field of
PTCL.

A total of 244 patients diagnosed with PTCL at Aarhus University Hospital
within the period 1983 through 2010 were identified from the Danish
Lymphoma Registry LYFO and clinical, para-clinical and laboratory data
were integrated into a project specific database. Additional data was
collected from clinical medical records and entered into the study database.
Archival paraffin-embedded pre-therapeutic tissue biopsies were identified
and collected from the archives of the department of pathology participating
in the study. Tissue slides from each PTCL case will be reviewed by an
experienced hemato-pathologist and updated according to the criteria of the
2008 WHO Classification of Tumours of Haematopoietic and Lymphoid
Tissues. Within each tissue block representative tumor areas will be
identified and cores will be extracted and transferred into a tissue-micro
array platform for further immunohistochemical study. Cases (n=17), where
frozen tissue material is available, will be investigated by means of a mass
spectrometry-based proteomic assay aiming at identifying differentially
expressed proteins related either to specific histological subtypes or to
outcome.

CELL ADHESION MOLECULES IN 404 CUTANEOUS MELANOMAS: A
TISSUE MICROARRAY STUDY

J. Lade Kellert, R. Riber-Hansen?, P. Guldberg?, H. Schmidts, S.J.
Hamilton-Dutoit!, T. Steiniche!

Institute of Pathology, Aarhus University Hospital, Aarhus, Denmark,
2[nstitute of Cancer Biology, Danish Cancer Society, Copenhagen, Denmark,
3Department of Oncology, Aarhus University Hospital, Aarhus, Denmark

Several cell adhesion molecules have been proposed as prognostic and
diagnostic markers of cutaneous melanoma. An accepted hypothesis
explains how loss of E-cadherin and up-regulation of N-cadherin and/or
Melanoma Cell Adhesion Molecule (MCAM) promote melanoma cells to
detach from epidermis, invade dermis and intravasate blood- and lymph
systems. Our objective was to examine the expression of E-cadherin, N-
cadherin, and MCAM, and their individual and combined effects on survival
in a large melanoma cohort.

The immunohistochemical expression of E-cadherin, N-cadherin, and
MCAM in 404 melanomas was examined using tissue microarrays, and the
frequency of positively stained cells was estimated semiquantitatively.

Low E-cadherin expression significantly predicted distant-metastases-free
survival in combination with a high N-cadherin expression (HR, 2.0, 95% CI,
1.0-4.0, p=0.043), overall survival in combination with a high MCAM
expression (HR, 1.6, 95% CI, 1.0-2.7, p=0.045) and melanoma-specific
survival in combination with high expression of both N-cadherin and MCAM
(HR, 2.4, 95% CI, 1.1-5.3, p=0.029), all when adjusted for primary tumor
thickness and ulceration.
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Low E-cadherin and high N-cadherin expression was significantly
associated with increasing primary tumor thickness both individually
(p=0.0013 and p=0.0005 respectively) and combined (p=0.004).

In conclusion, melanoma cell adhesion molecule profiles are significant and
independent predictors of recurrence and death and show significant
association with primary tumor thickness.

LENGTH OF DISTAL RESECTION MARGIN AFTER PARTIAL
MESORECTAL EXCISION FOR UPPER RECTAL CANCER ESTIMATED BY
MAGNETIC RESONANCE IMAGING

P. Bondeven? 2, R. Hagemann-Madsens, L. Bro4, S. Laurberg*, B. Ginnerup
Pedersen?

1Department of Surgery P, Aarhus University Hospital THG, 2Department of
Radiology, MR Centre, Aarhus University Hospital Skejby, 3Department of
Pathology, Aarhus University Hospital THG, 4Department of Radiology,
Aarhus University Hospital THG

BACKGROUND: Rectal cancer requires surgery for cure. Partial mesorectal
excision (PME) is suggested for tumours in the upper rectum and implies
transection of the mesorectum perpendicular to the bowel a minimum of 5
cm below the tumour. The rationale is that PME is associated with fewer
post-operative complications, the functional outcome after surgery is better
and it is as oncologically safe as total mesorectal excision (TME). Reports
have shown distal mesorectal tumour spread of up to 5 cm from the primary
tumour; therefore, guidelines for cancer of the upper rectum recommend
PME with a distal resection margin (DRM) of at least 5 cm or TME. Studies
at our department have shown inadequate DRM in 75% of patients
estimated by post-operative MRI of the pelvis and on the histopathological
specimen. Consequently, PME exerts a hazard of removing less than 5 cm -
leaving microscopic tumour cells that have spread in the mesorectum.

AIM: To estimate the length of the DRM by MRI of the surgical specimen
from patients operated for rectal cancer with PME.

METHODS: Rectal PME-specimens will undergo MRI immediately after
surgery (fresh specimen) and once more after pathological fixation (fixed
specimen). Normal procedures for handling, pathological examination and
reporting are completed according to international guidelines. Length of
DRM measured on MR-imaging and by pathological examination will be
compared.

PERSPECTIVE: PME for cancer of the upper rectum may be associated with
suboptimal surgery. Knowledge of the exact morphometrics in the
mesorectal- and tumour surrounding tissues after surgery and fixation will
help to improve the surgical quality of PME for rectal cancer.

CHRONIC PAIN AFTER RECTAL CANCER TREATMENT
M. Feddern
Surgical research unit, department of surgery P, Aarhus university hospital

Background: The survival rate of rectal cancer has been increasing over the
past decades. With improved prognosis functional outcome is of growing
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importance. Chronic pain as an outcome is seldom mentioned in rectal
cancer studies. Nevertheless a recent study of rectal cancer patients, whom
have undergone extended abdominoperineal resection, found that only 47%
of their patients were pain free and 21% had difficulty sitting for 10 minutes,
at a mean of 26 months postoperatively.

Aim: To study the incidence and extent of chronic pain after rectal cancer
treatment.

Methods: We have developed a pain questionnaire and approximately 2,200
patients have been invited to participate. The patients have undergone
curatively intended surgery for their rectal cancer in the period of May 2001
to September 2010. In our study cohort approximately two-thirds of the
patients have undergone low anterior resection and one-third has undergone
abdominoperineal resection. As a control-group, we will invite a group of
right-sided colon cancer patients to participate in the study of chronic pain.
They will provide us with an exceptionally fine control-group, since they
have equality to our study cohort, in terms of a cancer illness and abdominal
surgery. They will be matched according to age, sex, adjuvant therapy and
time of surgery.

Results: Results are not yet available. At present approximately 80% of the
invited patients have chosen to participate in our chronic pain study.

PEG-ASPARAGINASE TREATMENT IN CHILDHOOD ACUTE
LYMPHOBLASTIC LEUKEMIA, ALL, IN THE NORDIC COUNTRIES

L.T. Henriksen
Pediatric Research Departement, Aarhus University Hospital, Skejby

Asparaginase is an important drug in the treatment of childhood ALL. The
enzyme induces asparagine depletion leading to impaired protein synthesis
and apoptosis in lymphoblasts. The Nordic Society of Paediatric
Haematology and Oncology (NOPHO) coordinate the treatment of childhood
ALL in the Nordic countries and have included a randomized study with
PEG-asparaginase in the current NOPHO ALL-2008 protocol. Non-HR-
patients are randomized to receive PEG-asparaginase either every 2nd or
every 6th week for 6 months.

This PhD study is an add-on study to the randomized PEG-asparaginase
study. Focus is on asparaginase associated side effects, mainly allergy and
development of antibodies.

Primary hypothesis:

The presence of allergic reactions is related to the development of IgE
antibodies

Aims:
To investigate:

Frequency of IgE asparaginase antibodies in relation to allergic reactions,
enzyme activity and asparagine depletion.

Frequency of neutralizing IgG antibodies.



Presence of IgG and IgE in the same patients.
Frequency of side effects.

Asparagine depletion in cerebrospinal fluid related to serum asparaginase
activity and serum asparagine depletion

Patients:

200 patients aged 1-18 years

Methods:

Antibodies: IgG; ELISA. IgE, and IgG-subclasses; Biacore T100, SPR
Asparaginase enzyme activity: Spectrophotometric method
Asparagine depletion in blood and spinal fluid: HPLC

Allergic reactions: Registered in the NOPHO database

Perspective:

This study provides new knowledge about PEG-asparaginase treatment
regarding pharmacokinetics, pharmacodynamics, asparaginase associated
allergy and antibodies. Thus it may enable NOPHO to improve future
asparaginase therapy with respect to dose, toxicity and effect.

P12.05 Bente Thoft PRE-OPERATIVE NUTRITIONAL RISK IMPACTS SIGNIFICANTLY ON
Jensen ONE YEAR SURVIVAL FOLLOWING RADICAL CYSTECTOMY

B. Thoft Jensen?, T.L. Lash?, S. Laustsen3, A. Krintel Petersen3, K. E-M
Jensen!, M. Borre!

1Department of Urology, Aarhus University Hospital (DK), 2Department of
Clinical Epidemiology, Aarhus University, 3Centre of Research in
Rehabilitation (CORIR), Institute of Clinical Medicine, Aarhus University,
Denmark

Background

Malnutrition has been recognized as an important prognostic factor in
cancer patients. Patients referred to Radical Cystectomy (RC) because of
invasive bladder cancer (IBC) are more likely to harbour substantial
comorbidity because of advanced age at diagnosis. However, evidence is
sparse concerning pre-operative nutritional risk (NRS) and risk of
comorbidity before radical cystectomy (RC), specifically concerning survival.

Aim

To define the impact of pre-operative NRS and Charlson's Comorbidity
Index Score concerning one year survival following RC.

Material & Methods

The design was a historical combined registry study. Comorbidity and
survival were indentified by linking the unique Danish Civil Registration
Number with the National Patient Registry. NRS was calculated using the
NRS-2002 and Charlson's Comorbidity Index Score to calculate comorbid
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factors.
Statistics

Regression analysis was performed with one year survival as the dependent
variable, fitting the cox proportional hazard ratio for NRS and comobidity.
Log-rank test was performed to test for equality of survivor functions
between variables. Statistical significance was defined as p<0.05

Results

Log-rank test showed a significant difference in survivor function in those at
severe nutritional risk compared to low risk HR=4.8 (95% CI: 1.1, 20),
p<0.02. Women showed significantly reduced survival compared to men,
HR=5.7 (95% CI:1.3, 24), p<0.01. No significant difference was found
concerning comorbidity.

Conclusion

Identification of modifiable risk factors like nutritional risk and comorbidity
before RC is of clinical importance. Early detection of nutritional risk might
contribute to increased survival.

MELANOMA KI67 EXPRESSION BY AUTOMATED IMAGE ANALYSIS: A
SIGNIFICANT PROGNOSTIC MARKER

P.S. Nielsen, R. Riber-Hansen, T. Steiniche
Department of Pathology, Aarhus University Hospital

Even though the Ki67 proliferation rate has been widely studied and
correlation with clinical outcome has been demonstrated in melanoma,
improvements may be gained by combining Ki67 with the melanocytic
marker MART1. Hence, Ki67-positive melanocytic cells can be accurately
distinguished from proliferating lymphocytes, stromal, and epithelial cells.
Yet, manual Ki67 quantification is time-consuming and cumbersome.
Instead, automated image analysis (AIA) enables rapid and novel
quantification methods for entire tumor sections.

Our objective was to investigate the prognostic value of Ki67 expression in
Ki67/MART?1 double stained melanomas and to compare corresponding
manual and automated rates.

Whole slide images were captured from 153 Ki67/MART1 double stained
melanomas. Proliferation rates were established by manual counting in a
counting frame and ATA with different output equations based on number or
area.

Automated rates were significantly higher than the corresponding manual
rates (P<.001); however, their abilities to predict clinical outcome were
comparable. In all rates, high Ki67 was strongly associated with reduced
progression-free and melanoma-specific survival. Yet, prediction was only
independent of tumor thickness using the automated rate based on the
proportion between the area of Ki67-positive and Ki67-negative melanocytic
nuclei. The adjusted hazard ratio of this rate was 2.32 (95% CI, 1.05 to 5.09;
P=.036) for recurrent disease and 2.33 (95% CI, 1.02 to 5.36; P=.046) for
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melanoma-specific death.

In conclusion, the automated Ki67 rate based on nuclear area is a significant
prognostic marker; however, subsequent studies are needed to validate these
findings.

Thomas Lyhne GEOMETRIC ACCURACY OF DMLC TRACKING WITH AN

Ravkilde

Trine Tramm

IMPLANTABLE WIRED ELECTROMAGNETIC TRANSPONDER

T. Ravkilde!, P.J. Keall2 3, K. Hoejbjerret, W. Fledelius?, E. Worm?, P.R.
Poulsen?

1Department of Oncology, Aarhus University Hospital, Denmark, 2Sydney
Medical School, The University of Sydney, Australia and, 3Department of
Radiation Oncology, Stanford University, Stanford, CA, USA

Purpose: About half of all cancer patients are treated with radiotherapy
(RT). Tumor motion during RT treatment delivery can substantially
deteriorate the target dose distribution. A promising method to overcome
this problem is dynamic multi-leaf collimator (DMLC) tracking. The purpose
of this phantom study was to integrate a wired electromagnetic transponder
localization system with DMLC tracking and to investigate the geometric
accuracy of the integrated system.

Materials and methods: DMLC tracking experiments were performed on a
Trilogy accelerator (Varian Medical Systems, CA, USA) with a prototype
DMLC tracking system. A wired implantable electromagnetic transponder
(RayPilot, Micropos Medical AB, Sweden) was mounted on a motion stage
and used to generate a 3D transponder position signal for DMLC aperture
adaption. The tracking system latency was determined and the geometric
accuracy of the tracking system was measured by programming the phantom
to reproduce eight representative patient-measured trajectories (prostate
and lung tumors). For each trajectory, three treatments of 72 seconds
duration were delivered: (1) a 358° arc field, (2) a vertical static field, and (3)
a horizontal static field.

Results: The tracking system latency was 140 ms. The mean rms of the 2D
beam-target error was 0.7mm (prostate) and 1.omm (lung tumors) with
tracking and 3.4mm (prostate) and 4.9mm (lung tumors) without tracking.

Conclusions: DMLC tracking was integrated with a novel electromagnetic
transponder localization system and investigated for arc and static field
delivery. The system provides sub-1mm geometrical errors for most
trajectories.

PROGNOSTIC FACTORS AND RESPONSE TO RADIOTHERAPY IN HIGH
RISK BREAST CANCER: A STUDY OF GENE EXPRESSION IN THE
DBCG82BC COHORT

T. Tramm* 3, J. Alsner, F.B. Serensen2, J. Overgaard!

1Dept. of Exp. Clinical Oncology, Aarhus University Hospital, 2Dept. of
Pathology, Vejle Sygehus, 3Dept. of Pathology, Aarhus University Hospital

Background: Recommendations for postmastectomy radiotherapy (PMRT)
is well established in patients estimated to have a high risk of local regional
recurrence (LRR) (e.g. tumor size > 5 cm, or < 4 positive lymph nodes).
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Large randomized trials have also shown a substantial overall survival
benefit in patients with low risk of LRR (e.g. 1-3 positive nodes), and shown
that the largest translation of LRR into reduction of breast cancer mortality
occurs within the most favorable prognosis group. The positive effect of
PMRT is heterogeneous, and establishing a more refined partitioning of
patients likely to benefit from RT would be desirable. Hypothesis: Genes
interacting with PMRT to reduce the hazard of LRR can 1) be identified and
2) can predict benefit of PMRT. Material: 200 fresh frozen tumor (FFT)
samples and corresponding formalin fixed, paraffin embedded tissue (FFPE)
from the DBCG82bc cohort of high-risk patients, randomized to +/- RT,
constitutes the material in the hypothesis generating part. FFPE from
additional 800 DBCG82bc pts. will constitute the validation part.
Microarray analysis and quantitative RT-PCR will be used. Results: 7 genes,
whose expression level interacts with the effect of PMRT in influencing risk
of LRR has been identified, and their combined expression levels reduces the
risk of LRR. Two of these genes in the group of women with 1-3 pos. lymph
nodes, and 1 gene in the 4+ nodal group, were also associated with distant
metastasis(DM). Conclusion: The identified genes can predict which patients
will have the largest benefit from PMRT, but contributes little in preventing
DM in women, who already have disseminated disease at the time of debut.

BOWEL DYSFUNCTION AFTER PREOPERATIVE RADIOTHERAPY AND
LOW ANTERIOR RESECTION FOR RECTAL CANCER

S. Bregendahli, K.J. Emmertsent, J. Lindegaard?, S. Laurberg*

1Department of Surgery P, Aarhus University Hospital, 2Department of
Oncology D, Aarhus University Hospital

Background:Bowel dysfunction (low anterior resection syndrome, LARS)
following preoperative radiotherapy (PRT) and low anterior resection (LAR)
for rectal cancer is well-described in terms of fecal incontinence and
increased bowel frequency. This study was designed to describe symptom
frequency and severity following LAR with or without PRT taking all aspects
of LARS into consideration.

Methods: We identified all patients who underwent curative LAR for non-
disseminated rectal cancer in Denmark between 2001 and 2007. A detailed
questionnaire on bowel function (The Low Anterior Resection Score) was
administered to live, recurrence-free patients. We retrieved disease- and
treatment-related information from the national colorectal cancer registry.

Results: Median time since surgery was 54 months. Among 986
respondents (90%) major low anterior resection syndrome (LARS-score >
30) was observed in 121 (65%) irradiated patients compared to 264 (35%)
patients who underwent surgery alone (p < 0.001). A higher proportion of
irradiated patients compared to non-irradiated patients suffered daily from
more than 7 bowel movements (16% vs. 5%), incontinence for flatus (48% vs.
32%) and liquid stools (10% vs. 2%), clustering (29% vs. 14%) and urgency
(21% vs. 9%) (all p < 0.001). Irradiated patients as opposed to non-
irradiated patients reported of a higher impact of bowel dysfunction on their
quality of life (55% vs. 34%, p < 0.001).

Conclusion: Severe bowel dysfunction is a frequent and distressing long-
term condition present in 2/3 of irradiated patients and 1/3 of non-



Pi12.10

P12.11

Martin
Skovmos
Nielsen

Tinne
Laurberg

irradiated patients after low anterior resection for rectal cancer.

NITI STENT AS A MARKER FOR LUNG TUMOR IN RADIOTHERAPY:
PRECISION IN MARKER DETECTION DURING TREATMENT
PREPARATION AND DELIVERY

M.S. Nielsen
Department of Medical Physics, Aalborg Hospital, Aarhus University

Respiratory correlated CT (4D-CT) can be used to define organ motion for
the period of respiration and to select a desirable respiration phase for
treatment. Several studies have shown that tumor position still has to be
monitored throughout treatment delivery due to changes in tumor
movement path and baseline shifts.

Baseline shift, shift in tumor position relative to fixed patient points (bony
structure) and different internal motion pattern can lead to lack of precision.
Image guided RadioTherapy (IGRT) must be considered but low contrast in
CT/kV images might limit precision at treatment site.

Animal studies have shown that a fiducial marker (NiTi stent) can be
inserted into lung tissue by using a bronchoscope. This makes the marker
suitable for IGRT and potential reduction in treatment volume which might
limit toxicity following radiotherapy.

This study will describe the uncertainty in marker definition on treatment
planning 4D-CT and detection at treatment site using stereoscopic X-ray
images.

Marker definition achieved by precision in centre of mass detection on 4D-
CT scan for different markers of length 5mm, 10mm and 15mm and marker
rotation relative to gold markers and motion path.

Precision at treatment site is verified by fast stereoscopic images (100 mS)
for marker detection using BrainLLAB ExacTrac gating for IGRT at
predefined CT phases (inhale, exhale and mid-ventilation) for treatment.

LOCO-REGIONAL RECURRENCE OF BREAST CANCER - A GENETIC
STUDY OF AGE-RELATED PROGNOSTIC BIOMARKERS

T. Laurberg, Alsner J, Jensen V, Christiansen P, Wiuff C, Overgaard J
Department of Experimental Clinical Oncology, Aarhus University Hospital

One thousand women below the age of fifty are being diagnosed with breast
cancer in Denmark every year. Compared to older women, the young ones
have a higher incidence of recurrences and an elevated mortality.

Today all patients below the age of 50 are recommended medical treatment
in addition to local treatment because we lack the knowledge to sub classify
the young patients in proportion to their prognosis.

The aim of my study is to find prognostic biological markers which correlate
with loco-regional recurrence and low mortality.

Gene expression analysis is in the center of this search for prognostic
biomarkers. T Serlie et al in 2001 provided evidence for a connection
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between five distinct molecular portraits and clinical outcomes. The tumors
were allocated among others by the level of gene expression of Estrogen,
Progesterone and HER2. In this project we want to test if they also are
prognostic among the group of young patients. Furthermore, we are
studying eight specific genes, which are represented in both a Dutch and a
Danish gene signature (Mammaprint and HUMAC32). Finally we want to
test a new gene signature level at radiation sensitivity.

The study will be based on paraffin embedded breast carcinoma specimen
from 850 patients receiving local treatment in the period from 1989-1998.
Clinical information and follow-up data is available from the Danish Breast
Cancer Cooperative Group. From a 7 um thick full size tumor section, RNA
extraction will be made from every specimen, and a number of genes will be
tested by using quantitative real-time PCR.

The results of this project will be linked to the clinical data, and hopefully
we find prognostic biomarkers.

PRELIMINARY RESULTS, QUALITY ASSURANCE &AMP; MOLECULAR
BIOLOGICAL STUDIES OF PATIENTS WITH HEAD AND NECK
CARCINOMA UNDERGOING ACCELERATED RADIOTHERAPY WITH OR
WITHOUT NIMORAZOLE IN A RANDOMIZED MULTICENTER TRIAL

M.A. Hassan, J. Alsnert, T. Shouman?, C. Graw, J. Overgaard!

1Department of Experimental Clinical Oncology, Aarhus University Hospital,
Denmark., 2National Cancer Institute, Cairo University, Egypt

Objective:

The objective of the study is to suggest a new rational of improving the
radiotherapy effect in HNSCC on a worldwide scale & identify a category of
patients most likely to benefit from hypoxia modification.

Background:

Significant improvement in loco-regional control & disease specific survival
by radiotherapy for patients with head & neck cancer could be achieved by
reducing the overall treatment time and modification of hypoxia by
Nimorazole. So, it is expected that the optimal treatment option is reducing
the overall treatment time with concomitant use of Nimorazole. Quality
assurance should be an integrated part of any study particularly if it is
international study involved multicenters in different countries. A recent
study could identify a robust hypoxia profile consisting of 15 genes. These
genes may be able to distinguish hypoxic tumors from non hypoxic tumors
in vivo.

Material and methods:

- A stratified, randomized phase III study of patients with HNSCC
randomizes to accelerated radiotherapy + Nimorazole. The QA procedures
are applied to ensure consistency and validity of the data. Biological
materials are collected from the participating centers for RNA extraction
from samples & quantitative PCR analysis will be done as well as
immunohistochemistry for p16 expression.
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Results:

-The trial is in the initial stages now. The last modified treatment protocol,
the radiotherapy quality assurance (RTQA) protocol and the clinical research
forms (CRFs) have been developed and uploaded on the website developed
specifically for the trial. The dummy run procedure is ongoing now in
collaboration with the participating centers.

ON-LINE USE OF 3D MARKER TRAJECTORY ESTIMATION FROM
CONE-BEAM CT (CBCT) PROJECTIONS FOR PRECISE SETUP IN
RADIOTHERAPY FOR TARGETS WITH RESPIRATORY MOTION

E.S. Worm* 2, M. Hoyer2, W. Fledelius?, P.R. Poulsen® 2

IClinical Institute, Department of Medical Physics, Aarhus University
Hospital, 2Department of Oncology, Aarhus University Hospital

Purpose:

To develop accurate on-line patient setup based on a novel technique where
3D marker trajectories were estimated from 2D CBCT projections.

Methods and Materials:

Seven patients received stereotactic body radiation therapy (SBRT) for liver
tumors in 21 fractions in total. Each patient had 2-3 gold markers implanted
close to the tumor(s). Before treatment, a CBCT scan with approximately 675
2D projections was acquired during a full gantry rotation. An in-house made
software program segmented the marker positions in each projection and 3D
marker trajectories were estimated using a probability based method. The
required couch shifts for patient setup were calculated from the mean
marker positions along the trajectories. A motion phantom moving with
known tumor trajectories was used to examine accuracy of the method.
Trajectory-based setup was used off-line for the first 15 treatment fractions
and on-line for the last 6 fractions. Automatic marker segmentation was
compared with manual segmentation. The trajectory-based setup was
compared with setup based on conventional volumetric CBCT-guidance.

Results:

Phantom measurements showed that trajectory-based setup was accurate
within 0.5mm. Automatic marker segmentation agreed with manual
segmentation within 0.36 + 0.50 pixels (mean + SD, pixel size = 0.26mm).
The accuracy of conventional volumetric CBCT guidance was compromised
by motion smearing (max 20mm) that induced a 3D setup error of 1.6 +
0.9mm (max = 3.2mm).

Conclusions:

The first on-line clinical use of trajectory estimation from CBCT projections
for precise setup in SBRT was demonstrated. The new method eliminated
uncertainties in the conventional setup procedure.

HYPERDIPLOIDY IN CHILDHOOD AML ASSOCIATED WITH YOUNG
AGE AND AML-M7- ANOPHO-AML STUDY AND LITERATURE REVIEW

J.D. Sandahlt, J. Abrahamsson2, J. Heldrup3, K. Jahnukainen4, O.G.
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Jonssons, B. Lausens, J. Palle?, B. Zellers, E. Forestier9, E. Kjeldseno, H.
Hasle?

Department of pediatrics, Aarhus University Hospital, Skejby, Aarhus,
Denmark, 2Queen Silvia Children’s Hospital, Sahlgrenska University
Hospital, Gothenburg, Sweden, 3University Hospital Lund, Lund, Sweden,
4Hospital for Children and Adolescents, University of Helsinki, Helsinki,
Finland, 5Children’s Hospital Iceland, Landspitali—University Hospital,
Reykjavik, Iceland, ¢University Hospital Rigshospitalet, Copenhagen,
Denmark, 7University Children’s Hospital, Uppsala, Sweden, 80slo
University Hospital Rikshospitalet, Oslo, Norway, 9Department of Clinical
Sciences, Pediatrics, University of Umed, Umed, Sweden, 1°Aarhus
University Hospital, Tage Hansens Gade, Aarhus Denmark

Introduction: High hyperdiploidy (HeH)(50+) in childhood acute myeloid
leukemia (AML) is a rare cytogenetic finding. It is often categorized as a
complex karyotype, associated with an unfavorable outcome. Knowledge on
this field is based on small adult series or case reports. In this study we
describe the clinical and cytogenetic features in childhood HeH AML.

Material and method: We identified 29 HeH-AML children, age 0-18 years,
in the Nordic NOPHO-AML database. They were compared to non-HeH
NOPHO AML children. In addition, we searched for HeH childhood AML
cases in literature. The 105 cases from this literature study were compared to
the HeH NOPHO-AML cases. The total cohort of 134 hyperdiploid cases
were used to characterize HeH AML in children.

Results: Clinical: The 29 HeH NOPHO-AML children constituted 5% of all
Nordic childhood AML cases. Compared to non-HeH NOPHO-AML
children, the HeH children were younger, median age 3 years, had a lower
WBC, median WBC 9.5, and an excess of Fab M7 (28%) (p<0.01). Survival
was similar; 5-year EFS in both groups 50%, OS 59% vs. 67%. The literature
study showed similar age, WBC and FAB M7 pattern as the NOPHO
patients.

Cytogenetics: The most frequently gained chromosomes were 8(78%),
19(67%), 6(63%), and 21(58%). Gain of chromosome 8 indicated favorable
outcome (p= 0.09), whereas gain of chromosome 21 was unfavorable (p
<0.001).<br /> Conclusion: HeH(50+) is found in 5% of childhood AML and
is associated with young age, low WBC, and AML M7. OS seems similar to
non-HeH. Most frequently gained chromosomes were 6, 8,19, and 21. Extra
chromosome 8 was associated with favorable outcome and extra 21 was
associated with an inferior outcome.

REMOVABLE MR COMPATIBLE PROSTATE MARKER FOR HIGH DOSE
RADIOTHERAPY OF PROSTATE CANCER - 3 YEARS RESULTS
COMPARED TO STANDARD GOLD MARKERS.

L. Sander
Dept of Urology, Aalborg Hospital
Introduction:

This study evaluates late toxicity and Quality of Life (QoL) 3 years after high
dose radiotherapy for prostate cancer using a removable prostate stent
(MemocoreTM) as fiducial marker comparing the results obtained with
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standard gold markers.
Materials & Methods:

This ongoing study includes 200 patients with locally or locally advanced
prostate cancer (T1-T3NoMo) treated with radiotherapy at the Department
Oncology, Aalborg Hospital between 2007 and 2009. 100 had standard gold
markers as fiducial, another 100 the prostate stent. The groups are
comparable according to age, Gleason score, T-stadium, co-morbidity. All
patients received high dose (78Gy/39 fractions) imaged-guided radiotherapy
(IGRT). The group of gold markers had no MR co-registration; CTV was
outlined on planning CT only. 3 years after radiotherapy the patients are
interviewed and have toxicity (CTC-AE) and Quality of life (EORTC q30 and
PR25) registred.

Results:

Preliminary results from 32 patients in the stent group and 9 in the gold
marker group are comparable regarding toxicity and QoL. We expect to
present 3 years results of toxicity and QoL of about 50 patients from each
group at the meeting.

Conclusions:

Late side effects after radiotherapy are dose-limiting. Accuracy in
radiotherapy is therefore extremely important, and can be improved with
suitable prostate markers visible on MR. The Memocore prostate stent could
be such one depending on the long term results. Perspectives reducing
morbidity could be dose escalation with better tumour control as a result.

ADULT LIFE AFTER CHILDHOOD CANCER IN SCANDINAVIA (ALICCS) -
LATE RENAL AND GASTROINTESTINAL EFFECTS AND THEIR
PREVENTION IN CHILDHOOD CANCER SURVIVORS

L.M. Stensman?, J.F. Winther2, J.H. Olsen2, H. Hasle*

tAarhus University Hospital Skejby, Department of Paediatrics, Aarhus,
Denmark, 2Danish Cancer Society, Institute of Cancer Epidemiology,
Copenhagen, Denmark

Introduction

With the remarkable improved survival of childhood cancer, morbidities
become more apparent. The life-long risk of late complications related to the
cancer and its treatment, however, remain to be fully explored.

Aims

To investigate possible late renal and gastrointestinal complications after
childhood cancer treatment in a large population-based setting, using the
unique resources for conducting research in the Nordic countries.

Methods

The cohort will include around 55,000 children diagnosed with cancer
before the age of 20 from the beginning of cancer registrations in the 1940s
through 2008. A population comparison cohort, reflecting morbidity in the
background population, will be randomly selected from the Central
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Population Registries and matched 1:5 by gender, country and age. Study
subjects will be followed up for selected outcomes in the National Patient,
Prescription and Cause of Death Registries in the Nordic countries.
Information on treatment exposure will be retrieved from medical records
and dose-response analyses will be performed. Cox proportional hazard
models will be used to estimate the relative risks of the late effects in cancer
survivors in comparison with population cohort members.

Results

In the next coming years, a variety of outcomes of renal and gastrointestinal
diseases will be investigated. Characteristics of the cohort and the first
preliminary results will be presented at the meeting.

Conclusion

The ultimate goals are to ameliorate treatment protocols, with fewer late
effects and to improve long-term follow-up for survivors of childhood
cancer.

INVESTIGATING THE ASSOCIATIONS BETWEEN LATE RECTAL
MORBIDITY AND SIMULATED RECTAL MOTION

M. Thor»23, A. Aptes, J.O. Deasy3, M. Vath4, L.P. Muren 2

1Departments of Oncology and Medical Physics, Aarhus University Hospital,
2Clinical Institute, Aarhus University, 3Department of Medical Physics,
Memorial Sloan-Kettering Cancer Center, New York, US, 4Department of
Biostatistics, Aarhus University

Aim: To investigate the performance of a developed organ motion model by
associating the obtained ‘motion-inclusive’ dose distributions to post-
radiotherapy (RT) toxicity using the rectum and late rectal morbidity as
examples.

Materials and methods: Rectal organ motion was simulated as random,
systematic or combined random and systematic shifts over the 35 treatment
fractions of 232 prostate cancer patients previously treated with RT to 70 Gy.
Both isotropic and anisotropic motion patterns were investigated. The
motion-inclusive delivered dose-volume histograms (dDVHs), and the
planned DVH (pDVH) obtained from the static rectum were explored in
relation to late rectal morbidity using Spearman’s rank correlation
coefficient (Rs).

Results: Different associations with rectal morbidity were seen with the
dDVHs relative to the pDVHs. These tendencies were most pronounced in
the mid-dose region (40-60 Gy). The associations were dependent on the
applied motion design, with the strongest associations obtained by applying
random shifts. Comparing the simulations of the isotropic motion to the
anisotropic motion the latter followed the pDVH curve to a larger extent for
low doses.

Conclusions: A model simulating organ motion has been developed and
investigated relative to post-radiotherapy toxicity using rectum and late
rectal morbidity as examples. The associations with morbidity were different
between the motion-inclusive DVHs and the pDVHs. At intermediate doses,
the differences became the most evident. The model is currently being
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validated in other patient cohorts and on other more specific toxicity end-
points.

TREATMENT RESULTS AND PROGNOSTIC FACTORS IN SOFT TISSUE
SARCOMA PATIENTS AT AARHUS SARCOMA CENTER, 30 YEARS
EXPERIENCE

K.M. Nielsen!, N.A. Pedersen2, A.B. Pedersens, A. Safwatz, J. Keller4

1Department of Experimental Clinical Oncology, Aarhus University Hospital,
2Department of Oncology, Aarhus University Hospital, 3Department of
Clinical Epidemiology, Aarhus University Hospital, 4Department of
Orthopedic Surgery, Aarhus University Hospital

INTRODUCTION: Soft tissue sarcoma (STS) is a serious disease with
approximately 200 cases annually in Denmark. The rarity makes it difficult
to perform RCT; instead information can be obtained from clinical
databases. The few existing STS databases are not population based and
have not been systematically validated. Aarhus Sarcoma Registry (ASR)
consists of validated population based data, which can be used to investigate
treatment results and prognostic factors. The data value may be greater than
comparable registers’ data because of the unique possibility for individually
linking to other population based data sources.

AIMS: 1) Examine patient registration completeness in ASR and trend in
incidence. 2) Study prognostic factors for recurrence rate and survival. 3)
Study comorbidity prevalence and influence on survival. 4) Compare
survival of patients with lung metastases treated radically or palliatively.

MATERIALS AND METHODS: The study population (approximately 1300
patients) consists of all STS patients treated at Aarhus Sarcoma Center in
1979-2008. The validation of the ASR included 1) a revision of the registered
variables and the standardized registration forms, and 2) systematic
reviewing of all medical files.

Data from ASR will be assessed by linking to CPR, LPR and the Cancer
Registry. Cox-regression analysis with both unadjusted and adjusted Hazard
Ratios will be used as well as Kaplan-Meier survival curves.

PREELIMINARY RESULTS: 97.6% of the patients in the ASR have been
validated. The completeness was > 99% in 11/18 registered variables. The 5
year local recurrence and metastasis rate was 14.2 and 15.2%, respectively.
The 5 years overall survival was 79.5%.

P13.07 Hanna Rahbek RISK OF FATAL ASPIRATION PNEUMONIA IN PATIENTS TREATED

Mortensen

WITH CURATIVE RADIOTHERAPY FOR HEAD AND NECK CANCER
H.R. Mortensen, K. Jensen, C. Grau
Department of Oncology, Aarhus University Hospital, Aarhus Denmark

Background: Severe dysphagia leading to penetration of food to the larynx
and manifest aspiration is a common side effect after radiotherapy (RT) for
head and neck cancer (HNC). The aim of this study was to investigate the
incidence and mortality of aspiration pneumonia in HNC patients treated
with curative RT.
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Materials and methods: Patients treated with curative RT for HNC in Aarhus
from Jan. 15t 2006 to Dec. 315t2008 were included. Data on patient, tumour
and treatment characteristics were obtained from the DAHANCA database.
Data on hospital admissions with infectious diseases, airway infections,
pneumonia, other diseases in the airway and dysphagia were obtained from
the National Patient Registry and data from the National Registry of Causes
of Death were obtained on all deaths and causes of death.

Results: A total of 335 patients were included; median age was 62.9 years,
78% were men and most patients had Stage IV disease. 51 patients received
chemotherapy as a part of the curative treatment. In the first year after RT
there were 68 hospital admissions in 46 (14%) patients; 50 patients (15%)
died.

Of the 120 patients who died, 76 had uncontrolled head-and-neck cancer.
The remaining 44 deaths were unrelated to aspiration and pneumonia in 32
cases. In 12 cases aspiration and/or aspiration pneumonia could not be ruled
out as contributing cause of death: 7 pneumonia, 4 unexplained causes and 1
with treatment complications.

Conclusions: Dysphagia-related aspiration and pneumonia are serious and
potentially fatal treatment sequelae. More than one quarter of all deaths in
relapse-free patients after radical RT may be associated with aspiration
pneumonia.

ENDOTHELIAL OUTGROWTH CELLS - HOMING PATTERN AND
ASPECTS OF IMMUNO-INCOMPATIBILITY

L.B. Bertelsen?, L. Falborg?, M.R. Horsmans3, H. Stoedkilde-Jorgensen!

'The MR-Research Centre, Aarhus University Hospital-Skejby, Aarhus,
Denmark, 2Dept. of Nuclear Medicine, Aarhus University Hospital-NBG,
Aarhus, Denmark, 3Dept. of Experimental Clinical Oncology, Aarhus
University Hospital-NBG, Aarhus, Denmark

Purpose: The Homing pattern and aspects of immuno-incompatibility of
xenotransplanted *tin-tropolone radio labelled Endothelial Outgrowth Cells
(EOC) were to be evaluated in two mice models with implanted C3H tumors.

Materials and Methods: Experiments were performed on Human umbilical
cord blood derived EOCs that were labelled with 1! Indium. EOCs were
incubated with 11 Indium-tropolon equal to 0.37 Mbq pr 3x106 cells for 15
minutes, washed with PBS, adjusted to a concentration of 3x10 cells/200 pul
and administered into either CDF1 or nude mice, carrying a C3H mammary
carcinoma implanted on their right rear foot. Following euthanasia (24
hours after cell injection) the mice were dissected and the "'Indium activity
in the individual organs were quantified by gamma counting.

Results: Cellular retention of incorporated ':In-tropolone was 87% (93-83)
decreasing to 46% (772-33) after 24 hours. The cellular viability was always
more than 80%. Accumulation of Indium was seen in the liver, spleen and
kidney and approximately 5% ID/g tissue were observed in the tumor after
injection into the animals.

Conclusions: Cellular incorporation of Indium is possible in EOCs and a high
percentage of the Indium was found in the liver, spleen and kidneys.
However sites presenting ongoing angiogenesis such as tumor tissue were
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also positive for 11Indium labelled EOCs.

THE NATURAL HISTORY OF LIVER REGENERATION IN RATS &AMP;
NDASH: DEVELOPMENT OF AN ANIMAL MODEL FOR LIVER
REGENERATION STUDIES.

K.J. Andersent, A.S. Kannerup?, A.R. Knudsen?, H. Sasanumaz?, F.V.
Mortensen?

1Department of Surgical Gastroenterology L, Aarhus University Hospital,
Aarhus, Denmark, 2Department of Surgery, Jichi Medical School, Tochigi,
Japan

Background: The aim of the present study was to evaluate the natural
history of liver regeneration in healthy rats. The study was meant as a
precursor for further interventional studies in healthy and cirrhotic
animals.

Material and Methods: Partial hepatectomy (PHx) of 70% was performed on
64 rats. After PHx the animals were randomised into 8 groups for
evaluation. The animals in each group were evaluated on same
postoperative day (POD) from POD 1 to 8.

Results: At PHx the animals had a mean body weight of 238.4 g (211.4;
286.5). Liver weight analysis showed an ascending curve, with max slope
POD 1-3, reaching a steady state of app 9 g on day 5-8. When correlated to
body weight, through regeneration rate, a similar pattern was seen, with a
RR of 100% reached day 5-8.

Interleukin-6 (I1-6) peaked POD 1 and was falling to undetectable levels
day 4. Alfa-2-Macroglobulin (a-2-M) levels were high POD 1-3 before falling
to low levels. Tumor-necrosis-factor-alpha (Tnf-a) was undetectable
throughout the period.

At the moment functional capacity of the regenerating liver, is analysed by
the enzymatic method BTR (Ratio of Branched-Chain Amino Acids to
Tyrosine).

Stereological aspects are looked into regarding KI-67 analysis, as are more
serological markers (Alanin-amino-transferase, Bilirubin, Alkaline-
phosfatase and Hepatocyte-growth-factor).

Conclusion: Liver regeneration, regarding size and weight, were at top
speed day 1-3. Full liver regeneration reached a plateau after 5-8 days, and
should after this point be considered practically at end.

Liver regeneration should in further studies be evaluated on postoperative
day 2, 4 and 8.

SECOND PRIMARY CANCER AMONG DANISH WOMEN WITH EARLY
BREAST CANCER TREATED WITH POSTOPERATIVE RADIOTHERAPY.

T. Grantzau!, M.S. Thomsen?, L. Mellemkjzers, J. Overgaard-
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Department of Experimental Clinical Oncology, Aarhus University Hospital,
Denmark, 2Department of Oncology, Aarhus University Hospital, Aarhus,
Denmark, 3Institute of Cancer Epidemiology, Danish Cancer Society,
Copenhagen, Denmark

OBJECTIVE: To analyze the long-term risk of second primary solid non-
breast cancer in a population-based cohort of breast cancer patients treated
with, or without, megavoltage postoperative radiotherapy.

METHODS: In 46,176 1+year survivors of early breast cancer treated in the
period 1982-2007, the long-term risk of second primary solid non-breast
cancer was estimated. The second cancers were grouped into sites
associated to radiotherapy (oesophagus, lung, pleura, bones and connective
tissue) and other sites. Risk was estimated by the standardised incidence
ratio (SIR) and multivariate COX regression was used to estimate the adjust
hazard ratio (HR) of second cancers in women treated with postoperative
radiotherapy compared to no radiotherapy.

RESULTS: After a median follow-up of 6 years a total of 928 second cancers
occurred among the irradiated women SIR=1.18 (95% CI 1.11-1.26) and 1430
second cancer SIR=1.06 (95% CI 1.01-1.12) among the non-irradiated
women. The adjusted HR for radiotherapy-associated sites was 1.32 (95% CI
1.10-1.59). There was no increased risk for all other second cancers sites
combined HR=1.05 (95% CI 0.94-1.16). The risk for radiotherapy-associated
sites increased with time since diagnoses and became evident 10 or more
years after diagnosis. There was no increased risk over time for the other
sites combined.

CONCLUSIONS: Breast cancer patients treated with current treatment
techniques have a small but significant increased risk of developing second
primary cancers 10 or more years after treatment.

DELINEATION OF STEM CELLS IN CHRONIC MYELOID LEUKEMIA
&NDASH; ATOOL FOR IMPROVED MINIMAL RESIDUAL DISEASE
MONITORING

P.B. van Kooten Niekerk:, C.C. Petersenz, A.S. Roug?, J. Stentoft, C.G.
Nyvold, E. Kjeldsen3, P. Hokland:

11Laboratory of Immunohematology, Department of Hematology, Aarhus
University Hospital, 2FACS Core Facility, Aarhus University Hospital,
3Laboratory of Cancer Cytogenetics, Department of Hematology, Aarhus
University Hospital

BACKGROUND: Targeted therapy with Tyrosine Kinase Inhibitors (TKI) has
revolutionized the treatment of Chronic Myeloid Leukemia (CML), and an
increasing number of patients enter Complete Molecular Remission (CMR),
i.e. a phase of undetectable minimal residual disease (MRD), even when
assessed by qPCR for BCR-ABL fusions transcript. Despite this,
approximately 60% of patients in CMR will relapse when taken off therapy.
Consequently, these patients remain on a costly therapy, which - for some -
is accompanied by severe side effects.

We hypothesized that by specifically targeting cell-populations enriched for
potential leukemic stem cells, the sensitivity of the current MRD assessment
can be improved. We did this focusing upon the role of hMICL, a promising
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stem-cell marker in acute myeloid leukaemia in our hands.

METHODS: Fresh bone marrow aspirates is being obtained from CML
patients in CMR and non-CMR. Based on surface antigen expression, stem
cell subsets are enriched for employing both magnetic bead and
fluorescence-activated cell sorting, and then analysed by qPCR for BCR-ABL,
FISH for t (9:22) and CFU in vitro assays.

RESULTS SO FAR: Enriched populations had a purity of 98.2% (92.4%-
100%) (median (range)) and viability of 99.8% (98,1%-100%). Total CD34+
cell fraction was 1.2% (0.8% - 3.0%), and seemed influenced by type of TKI
treatment. In contrast to AML, hMICL was almost completely absent on
CD34+/CD38- stem cells, but expressed on 47.4% (35.9%-62.7%) of
CD34+/CD38+ progenitors.

CONCLUSIONS: This constitutes a promising approach to further studies of
stem cell biology, and may enable identification of CML patients in which
therapy can be safely terminated.

PRELIMINARY RESULTS OF COMPARISON OF DCE-CT AND DCE-MR
FOR ADVANCED CERVICAL CANCER

J.F. Kallehauge

Department of Experimental Clinical Oncology, Aarhus University Hospital

NON-INVASIVE DIABETIC NEPHROPATHIC ASSESSMENT WITH
HYPERPOLARISED 3C PYRUVATE

C. Laustsen® 2 3, J. Ostergaards, R. Nerregaard’, S. Ringgaard!, N. Chr.
Nielsenz, A. Flyvbjergs, M. Pedersen’, P. Akesons, J. H. Ardenkjzer-Larsen+ 6

IMR Research Centre, Institute of Clinical Medicine, Aarhus University
Hospital, Aarhus, Denmark, 2Center for Insoluble Protein Structures
(inSPIN), Interdisciplinary Nanoscience Center (iNANO) & Department of
Chemistry, Aarhus University, Aarhus, Denmark, 3Danish Research Centre
for Magnetic Resonance, Hvidovre Hospital, Hvidovre, Denmark, 4GE
Healthcare, Denmark, sDepartment of Endocrinology and Internal
Medicine, Aarhus University Hospital, Aarhus, Denmark., ¢Technical
University of Denmark, Department of Electrical Engineering, Kgs Lyngby,
Denmark, 7Institute of Clinical Medicine, Aarhus University Hospital,
Aarhus, Denmark

Introduction: Diabetic nephropathy is the leading cause of chronic kidney
failure and end-stage kidney disease. Early diagnosis is critical for early
intervention. We introduce a novel non-invasive MRI methodology; in-vivo
measurement of hyperpolarized of 13C-labeled pyruvate, to investigate
metabolic and anatomical changes associated with diabetics. The aim is to
define a new non-invasive imaging methodology for real time monitoring of
the progression of kidney function reduction and acute kidney failure in
diabetic patients.

Materials and Methods: Type-1 STZ diabetic and control rats (n = 5, n = 6),
were placed in a metabolic cage for 72 hours. Urine and faeces were sampled
during the last 24 hours. The rats were anesthetized and a tail vein catheter
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was inserted for injection of hyperpolarized 3C-labelled pyruvate.
Temperature and respiration were monitored throughout the experiment. A
baseline MRI was performed together with injection of 2 mL hyperpolarized
13C pyruvate over 10 s. After a 1 hour waiting period another MRI/injection
was performed. In both cases a dynamic slice selective sequence was used.
The MRI spectroscopy data were analyzed by integration of the respectively
metabolite signals. The blood glucose level was measured pre and post
scanning.

Results: The initial study suggests a clear trend in reduced kidney function,
via the reduced metabolic activity in the kidneys, in the diabetic rats
compared with the controls. In conclusion, our encouraging results indicated
a potential usefulness of hyperpolarized 3C-labelled pyruvate MRI for
evaluation of metabolic disorders, such as the nephropatic conditions
associated with diabetics.

Johan Heiberg POSTOPERATIVE RIGHT BUNDLE BRANCH BLOCKS LONG-TERM

Michael René
Skjelbo
Nielsen

EFFECT ON THE HEARTS RIGHT VENTRICLE IN CHILDREN
OPERATED FOR VENTRICULAR SEPTAL DEFECT

J. Heiberg
Cardiothoracic Research Department T, Aarhus University Hospital

Right bundle branch block is an exceedingly frequent complication in heart
surgery, and especially in patients whom undergone surgical closure of a
ventricular septal defect which is the most common congenital heart disease.
How this bundle branch block effects the right ventricle of the heart on a
long-term basis for this group of patients is still unknown.

As a part of a PhD-study I therefore will try to illustrate this by
echocardiography, MRI, exercise testing and other investigations 15 to 20
years after the surgical procedure. The study population thus consists of
three different groups: 1. Patients whom undergo surgical closure of
ventricular septal defect without postoperative right bundle branch block, 2.
VSD-operated patients with right bundle branch block and 3. Healthy
controls with no significant medical issues matched on age and sex. By
carrying out the tests mentioned the right ventricles systolic function,
diastolic function, the patients maximal exercise capacity and a lot of other
parameters will be evaluated in the three groups of patients and compared
amongst each other. The perspective therefore is the ability to point out a
specific group of patients with an inferior outcome and with a possible
further need of intervention. An additional perspective is to increase the
awareness of protecting the bundle branch during the operation.

GENETIC POLYMORPHISMS IN THE LIPOXYGENASE PATHWAY AND
THE RISK OF MYOCARDIAL INFARCTION

M.R. SKJELBO NIELSEN, E.B. Schmidt, J. Stegger, T. Obel, K. Overvad

Department of Cardiology, Center for Cardiovascular Research, Aalborg
Hospital, Aarhus University Hospital, Denmark

Background: Atherosclerosis is widely accepted as an inflammatory disease.
Previous studies have suggested that inflammatory mediators from the
lipoxygenase pathway may be causal factors in cardiovascular disease.
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Aim: To investigate the association between single nucleotide
polymorphisms (SNPs) in candidate lipoxygenase pathway genes and the
risk of myocardial infarction (MI).

Methods: The Prospective Diet, Cancer and Health (DCH) study was
initiated in 1993-1995 when 57,053 Danish born residents, aged 50 to 64
years, participated in a clinical examination, sampling of biological tissue
and a detailed lifestyle survey. The primary outcome was incident MI and by
linkage of the National Patient Register and the National Cause of Death
Register combined with a review of medical records we identified 2,104
cases with incident MI. We used a case-cohort study design and for the
creation of a case cohort sample, 1800 participants (“controls”) were
randomly selected from the entire DCH cohort.

For genotyping, 28 SNPs previously described as either associated with CVD
events or surrogate markers of CVD were selected. DNA from blood samples
collected at baseline will be used for the genotyping.

Statistics: Hazard ratios and 95% confidence intervals for the association
between each of the SNPs and time to MI will be estimated using Cox
proportional hazards regression with age as the underlying time-axis.

Perspectives: This study will contribute to answer the question, whether the
lipoxygenase pathway plays a causal role in CVD or not. Such knowledge is
important in the development of new drugs for the treatment and prevention
of CVD.

ATRIAL FIBRILLATION: ABLATION OR SURGICAL TREATMENT II:
FAST II. ARANDOMIZED STUDY COMPARING NON-PHARMACOLOGIC
THERAPY IN PATIENTS WITH DRUG-REFRACTORY ATRIAL
FIBRILLATION REFERRED FOR A FIRST TIME INVASIVE TREATMENT.

H. Vadmannt2, S. Hjortshajt, J.J. Andreasenz, S. Riahi, E.B. Schmidt!

Department of Cardiology, Aalborg Hospital, Aarhus University Hospital,
2Department of Cardiothoracic surgery, Aalborg Hospital, Aarhus University
Hospital

Introduction: The current understanding of the pathophysiology of atrial
fibrillation (AF) implies that “triggers” foci located in the pulmonary veins
(PV) can initiate AF.

New non-pharmacological interventions have evolved over the last decade
and the main focus has been on percutaneous radiofrequency (RF) catheter
ablation (P-RFA) and various forms of surgical maze ablation, especially
mini invasive thoracoscopic RF ablation (S-RFA). Both approaches aim at
minimizing the impact of “triggers” from PV by electrical isolation of the
veins.

The rationale for eliminating AF includes improvement in quality of life,
decreased stroke risk and improved survival.

Purpose: The purpose of this study is to compare P-RFA and S-RFA in
patients referred for a first time invasive treatment of AF.

Hypothesis: S-RFA is more effective compared to P-RFA in patients with
symptomatic paroxysmal AF refractory or intolerant to at least one
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antiarrhythmic drug (AAD).

Materials and methods: This study is a prospective randomized study and is
conducted at Aalborg Hospital, Aarhus University Hospital Denmark and St
Antonius Hospital, Nieuwegein, The Netherlands.

A total of 180 patients will be enrolled in the study. There is a 12 month
follow-up period, with four visits. Each visit consists of Quality of Life
questionnaires, ECG and interviews. Before ablation and at 6 and 12 month
follow-up the patients are equipped with a 7 days Holter monitor.

Endpoints: The primary endpoint is the prevalence of AF at 6 and 12
months with or without AAD. Secondary endpoints consist of Quality of Life
measures and health economy

RIGHT VENTRICULAR HYPERTROPHY AND FAILURE ABOLISH
CARDIOPROTECTION BY ISCHEMIC PRECONDITIONING

A. Andersen, J.A. Povlsen, H.E. Botker, T.T. Nielsen, J.E. Nielsen-Kudsk
Cardiology Research, Aarhus Universityhospital, Skejby

Purpose: To investigate whether IPC protects the hypertrophic and failing
right ventricle (RV) of isolated perfused hearts taken from rats operated by
pulmonary artery banding (PTB).

Materials and Methods: Male Wistar rats were subjected to PTB or SHAM
operation (n=30). Four weeks after the operation, hearts were isolated and
perfused a.m. Langendorff with Krebs-Henseleit buffer. They were
randomised to either IPC (2 x 5 min of global ischemia) or no preceding
ischemia (CON) before 40 minutes of global ischemia and 120 minutes of
reperfusion. The effect of IPC on the right ventricle was evaluated by
measurement of the infarct size/area-at-risk ratio (IS/AAR) and post-
ischemic RV function studied by RV pressures recorded through a fluid filled
balloon catheter inserted into the RV.

Results: The PTB procedure caused RV hypertrophy and failure compared
with SHAM operated animals seen by a decrease in cardiac output (PTB
116436 vs. SHAM 148+40, p<0.05), an increase in RV mass correlated to
tibia length (PTB 15.1+2.0 vs. SHAM 5.1+0.9, p<0.0001) and tricuspid
regurgitation (PTB 80% vs. SHAM 0%, p<0.0001). In hearts from SHAM
animals, IPC induced a marked decrease in IS/AAR (CON 35.64 vs. IPC
17.43 p<0.001) and improved hemodynamic recovery of RV contractile
function. In hearts from PTB animals, IPC failed to reduce right ventricular
IS/AAR (CON 59.34 vs. IPC 59.34, p>0.05) or improve post-ischemic RV
contractile function.

Conclusion: In the isolated rat heart, right ventricular hypertrophy and
failure abolish cardioprotection by ischemic preconditioning in the right
ventricular myocardium.

RISK FACTORS FOR LEAD COMPLICATIONS IN CARDIAC PACING. A
POPULATION-BASED COHORT STUDY OF 28,860 DANISH PATIENTS

R.E. Kirkfeldtt 4, J.B. Johansen>4, E.A. Nohr3, M. Moller2 4, P. Arnsbo> 4,
J.C. Nielsen!
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Cardiology, Odense University Hospital, 3Department of Epidemiology,
Institute of Public Health, Aarhus University, 4The Danish Pacemaker
Register

BACKGROUND: Lead complications are the main reason for reoperation
after implantation of pacemakers (PM) or cardiac resynchronization therapy
(CRT-P) devices, causing excess morbidity and increasing cost.

AIM: To describe the incidence of lead complications causing reoperation
after device implantation and to identify risk factors for lead complications.

METHODS: A population-based historic cohort study was performed based
on data from the Danish Pacemaker Register (DPR) which include all Danish
patients who received their first permanent PM or CRT-P device from 1997
to 2008 (n=29,846). Multiple logistic regression was used to estimate
adjusted odds ratios (aOR) for the association between risk factors and lead
complications causing reoperations. Follow-up was three months.

RESULTS: The study population consisted of 28,860 patients. The incidence
of any lead complication was 3.6%, encompassing right atrial (RA; 2.3%),
right ventricular (2.2%) and left ventricular (4.3%) lead complications.
Multivariate analysis identified the following significant risk factors: chronic
heart failure as indication (aOR 3.0; 95% CI 2.1-4.3), implantation in a non-
university center (aOR 1.4; 95% CI 1.2-1.6), inexperienced operator with less
than 25 implantations (aOR 1.6; 95% CI 1.3-2.0), single lead RA device (aOR
1.4; 95% CI 1.1-1.8), dual-chamber pacing device (aOR 1.6; 95% CI 1.4-1.9),
CRT-P device (aOR 3.3; 95% CI 2.4-4.4) and passive-fixation RA lead (aOR
2.2;95% CI 1.7-2.9).

CONCLUSIONS: Lead complications causing reoperation remain a clinically
important problem in device therapy. Mainly procedure-related factors were
identified as independent risk factors for lead complications.

THE DIAGNOSTIC VALUE OF ADENOSINE CONTRAST STRESS
ECHOCARDIOGRAPHY IN PATIENTS WITH CHEST PAIN OF
UNKNOWN CAUSE

K.E. TILLY?, O. May*, H. Wiggers?

ICardiovasc. Res. Unit, Region Hospital Herning, 2Department of cardiolgy
research, Aarhus University Hospital

Background: Since 2005, it has been possible to measure absolute
myocardial blood flow (MBF ml/min/g) by myocardial contrast
echocardiography (MCE). However, the clinical usefulness of MCE is not yet
fully evaluated.

Purpose: In patients with chest pain of unknown cause and without
previously known coronary artery disease (CAD), using quantitative
coronary angiography (QCA) as reference.

To estimate the diagnostic value of MBF reserve at myocardial segmental
level by adenosine stress MCE with respect to detect significant stenoses in
the coronary artery supplying the segment.

To evaluate whether the diagnostic value of exercise test, in which known



P14.08 Anne Sophie
Pinholt Kancir

clinical variables such as hypertension, diabetes, smoking, etc. are included,
is enhanced by adding the result of adenosine stress MCE.

Compare the diagnostic value of adenosine stress MCE to myocardial
perfusion imaging (MPI).

Study design: It is an observational blinded study. 200 patients will be
included.

Methods: The MCE is performed at rest and during medicamental stress
with Adenosine. An ultrasound contrast agent (UCA) is infused for both
examinations. The contrast filled myocardium is examined using low power
ultrasound (low mechanical index, MI). After UCA destruction by a burst of
high MI ultrasound, MBF refill curves are created. The MBF reserve is then
calculated as the ratio of MBF at stress divided by MBF at rest.

Results: The project is ongoing at Region Hospital Herning.

Perspective: If this study corroborates the diagnostic value of MCE, the
method might in the future be used to confirm or rule out CAD
noninvasively.

EFFECT OF HYDROXYETHYL STARCH ON RENAL HANDLING OF
SODIUM AND WATER, VASOACTIVE HORMONES, BIOMARKERS AND
CIRCULATION IN PATIENTS UNDERGOING LAPAROSCOPIC
NEPHRECTOMY, RADICAL PROSTATECTOMY OR HIP REPLACEMENT

A.S.P. Kancirt 2, J. Maigaard!, J.N. Bech', N.P. Ekelof?, E.B. Pedersen!

1Department of Medical Research and Medicines, Regionshospitalet
Holstebro, 2Department of Anesthesiology, Regionshospitalet Holstebro

Background: Hydroxyethyl starch (HES) is widely used in hospitals to
maintain circulation in critically ill patients. In recent years studies have
raised suspicion that HES is nephrotoxic. So far acute kidney injury has been
diagnosed based on creatinine measurements, but new technology allows for
earlier diagnosis using measurements of biomarkers in urine. The purpose of
this project is to investigate HES's potential toxicity and effects on the
circulation and kidneys using measurements of biomarkers specific for
toxicity and for the sodium/water balance in the urine and by measurements
of vasoactive hormones in the blood after administration of HES 130/0.4.

Design: The hypothesis will be investigated in three different randomised,
double blinded, placebo-controlled studies with patients undergoing
laparoscopic nephrectomy, radical prostatectomy or hip replacement.

Methods: Patients are randomized to receive either Voluven (HES 130/0.4)
or sodiumchloride 9 mg/ml i.v during surgery. The patients will receive 7.5
ml/kg projectfluid the first hour and 5 ml/kg in subsequent hours. u-NGAL,
u-Kim1, u-LFABP will be measured for nephrotoxic damage, u-AQP2, u-
ENaCf, u-NCC, u-NK2CC to investigate the effect on sodium/water balance,
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while the PRC, p-Angll, p-Aldo, p-AVP, p-ANP and p-Endot will be
measured in the blood to assess the effect on circulation. Blood pressure,
pulse and endtidal CO2 will be recorded continuously throughout the
operation.

Perspectives: Results are expected to contribute new knowledge about
HES’s effect on the kidneys and circulation and may have implications for
future clinical practice concerning fluid therapy in surgery.

SYSTOLIC HEART FUNCTION REMAINS DEPRESSED FOR AT LEAST
ONE MONTH AFTER ON-PUMP CARDIAC SURGERY

P. Juhl-Olsen, C.A. Frederiksen, E. Sloth, C.J. Jakobsen

Department of Anaesthesia and Intensive Care, Aarhus University Hospital,
Skejby

Introduction: Cardiac surgery remains a source of considerable morbidity
and mortality. Impaired postoperative heart function is thought to be a main
cause of this. The objective of this study was to quantify the duration of
cardiac dysfunction after on-pump cardiac surgery.

Methods: 59 patients scheduled for on-pump cardiac surgery were included.
Echocardiography was performed at 1) the day before operation, 2) the 1st
postoperative day, 3) the 4th postoperative day, 4) one month
postoperatively and 5) 6 months postoperatively. Systolic function was
quantified by ejection fraction (EF), global strain (GS) and tissue tracking
score (TT). Diastolic function was evaluated as E/E’ and E’/A’.

Results: All measures of systolic function changed over time (all P-values <
0.025). As compared with baseline data, values for EF, GS and TT were
depressed on the 15t and 4th postoperative day (P-values < 0.047). 1 month
after surgery, EF and TT were still decreased (P-values < 0.038), and GS was
insignificantly decreased. 6 months after surgery, all measures of systolic
function had returned to baseline values. Indices of diastolic function did not
change significantly over time.

Discussion: This study showed that patients undergoing on-pump cardiac
surgery had impaired systolic function for at least one month postoperatively
as evaluated by echocardiographic methods. This finding may be explained
by the ischemia and reperfusion injury induced by intraoperative
cardioplegia and extra-corporal circulation.

Conclusion: Measures of systolic function remained depressed for at least 1
month after on-pump cardiac surgery. Indices of diastolic function did not
change significantly.

NO ACTIVITY DURING STATIN TREATMENT IN HEALTHY HUMANS
F.H. Mose, T. Larsen, J.N. Bech, E.B. Pedersen
Department of Medical Research, Holstebro Hospital

Purpose: We investigated the effects of short term atorvastatin treatment on
blood pressure (BP) and kidney function during inhibition of nitric oxide
synthase (NOS).
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Methods: Twenty-six healthy men and women were included in a
randomised, placebo-controlled, double-blinded, cross-over study. All
subjects attended 2 study days and were given either Atorvastatin 80 mg per
day or placebo 4 days prior to each examination day. The nitric oxide (NO)
synthase inhibitor, L-NMMA, was administered as a 4.5mg/kg bolus
injection followed by 3.0 mg/kg/hour IV infusion for one hour. BP, heart
rate (HR) were repeatedly measured and urine and blood samples were
collected every 30 min during the study day. Statistics were performed with
t-test and paired t-test.

Results: Baseline levels of BP, HR, GFR and fractional excretion of sodium
(FE-Na) were not different between groups. IV infusion of L-NMMA
increased BP and decreased HR (p<0.001). There were no differences in
change in SBP (4+3 vs. 4+3 mmHg), DBP (843 vs. 8+2 mmHg) and HR (-
6+3 vs. -7+3/min) between groups.

GFR decreased during L-NMMA infusion (p<0.001), but there were no
differences between groups (-8+6 vs. -10+7%). FE-Na decreased during L-
NMMA infusion (p<0.001) and these decreases was significantly higher
during Atorvastatin treatment (-34 vs. -44%, p=0.007). There were no
differences in 24 hour urine Na-excretion (p=0.32).

Conclusions: Short term Atorvastatin treatment significantly increased the
reduction in FE-Na during NOS inhibition. Our results suggest that
atorvastatin increases the bioavailability of renal NO and might be an
explanation of the pleiotropic effects of statins.

PREISCHEMIC HIGH-DOSE CYCLOSPORINE A TREATMENT PROTECTS
THE LATISSIMUS DORSI MYOCUTANEOUS FLAP FROM ISCHEMIA-
REPERFUSION INJURY: EFFECTS ON TISSUE OXYGENATION AND
MITOCHONDRIAL OXIDATION

D. Troitzsch* 2, S. Vogt2, R. Moosdorf?, J.M. Hasenkam?, H. Nygaard!

1Aarhus University, Aarhus University Hospital, 2Cardiovascular Research
Center, Philipps-University Marburg/Lahn (Germany)

Background:

We hypothesized that pretreatment with high-dose CsA may provide a
protective effect against ischemia-reperfusion injury and improve tissue
oxygenation and mitochondrial redox state (CytOx) after ischemia and
reperfusion in the latissimus dorsi muscle.

Material/Methods:

The Latissimus dorsi muscle was prepared and mobilized in 20 New Zealand
rabbits (n=20, 2.5+0.5 kg). Warm ischemia was induced by occlusion of the
thoracodorsal artery and vein for 4 hours, followed by 2 hours of
reperfusion. The animals were randomized to receive a 60 mg/kg
intravenous bolus of cyclosporine (CsA-group, n=10) or saline (control,
n=10) 10 mins before ischemia onset. Tissue ptiO, and mitochondrial redox
state (CytOx)measured by near-infrared (NIR) spectroscopy were stored on-
line during ischemia and reperfusion simultaneously. Histologic evaluation
with score was used to quantitatively evaluate morphological changes
between groups.
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Results:

Regional tissue ptiO2 in the CsA group (31.5+4.6 mmHg, p<0.05 vs. control)
was significantly higher compared with control group (13.9+3.1 mmHg).
Mitochondrial redox state (CytOx) was also improved in the CsA group
(+0.2£0.04 umol/L, p<0.01) compared with the control group (-1.7+0.08
umol/L). Histological results confirmed better morphological preservation
in the CsA group and correlated with tissue ptiO2 (r=0.85) and
mitochondrial CytOx (r=0.92).

Conclusion:

This study results support our hypothesis that high-dose CsA pretreatment
preserves ischemic latissimus dorsi muscle from ischemia-reperfusion injury
and the protective mechanism involves improved tissue oxygenation and
cellular mitochondrial oxidation.

SHOULD BLOOD FLOW DURING CARDIOPULMONARY BYPASS BE
INDIVIDUALIZED MORE THAN TO BODY SURFACE AREA?

S.A. Thomassen?, A. Larssonz, J.J. Andreasen!, W. Bundgaard?, B.S.
Rasmussen?

1Department of Anaesthesia and Cardiothoracic Surgery, Centre for
Cardiovascular Research, Aalborg Hospital, Aarhus University Hospital,
Denmark, 2Department of Anaesthesiology and Intensive Care, Uppsala
University, Sweden

Blood flow during normothermic cardiopulmonary bypass (CPB) is
calculated and based on the patient’s body surface area (BSA). Increasing
comorbidity, age and weight of today's cardiac patients questions this
calculation as it may not reflect individual metabolic requirement. The
hypothesis of the present study was that a measured cardiac output (CO)
prior to CPB is a better estimate of an optimal blood flow during CPB.

A cross-over study with random allocation to CPB blood flow for 20 minutes
based on either a calculation (2.4 L/min/mz2) or on CO with switch to the
opposite flow for another 20 minutes was performed. Twenty-two elective
adult cardiac surgery patients with left ventricular ejection fraction >50 %,
no history of cerebral insult or headtrauma, or verified carotid artery
stenosis, were included. Effect parameters were cerebral oxygenation
measured by near infrared spectroscopy, mixed venous saturation, base
excess and lactate concentration.

The calculated CPB blood flow was kept at 2.4 L/min, while the blood flow
based on the measured cardiac index varied from 1.9 to 3.1 L/min (median
2.4 L/min). No differences were seen in the effect parameters; cerebral
oxygenation (p = 0.26), mixed venous saturation (p = 0.57), base excess (p =
0.26), and lactate (p = 0.73).

In conclusion, a CPB blood flow based on individual estimate did not
improve cerebral and systemic oxygenation compared to a blood flow based
on BSA.

THE EFFECT OF PRECONDITIONING FOR PREVENTION OF
PERIOPERATIVE MYOCARDIAL ISCHEMIA IN ABDOMINAL AORTIC
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ANEURYSMS.
T.F. Pedersen* 2, N. Eldrup', M.L. Gronholdt2, W. Paaske!

1Heart Lung and Vascular Surgery Dept. T, T4 Section, Aarhus University
Hospital, Skejby., 2Vascular Surgery Dept. V, Aarhus University Hospital,
Aalborg Hospital.

Purpose:

Primarily to investigate whether peripheral preconditioning can reduce the
incidence of perioperative myocardial ischemia in patients operated
electively for infrarenal aortic aneurysm. And secondly, to investigate the
impact of perioperative inflammatory response, and whether
preconditioning can protect against perioperative myocardial infarction and
reduced cardiac function.

Methods:

The study is conducted as a prospective, randomized, single blinded study
including 200 patients with abdominal aortic aneurysm hospitalized for
elective surgery. Patients are randomized to 1) either preconditioning on an
arm starting at the beginning of the operation and usual surgery or 2) no
preconditioning and usual surgery.

The preconditioning is performed by a conventional blood pressure cuff
attached to the arm and inflated for 4 x 5 minutes with a 5 minutes break in
between. This will be performed by anesthesia staff, and will be blinded to
the operators. There will be no further differences in treatment between the
two groups.

Monitoring and investigations:

Patients will as a result of usual clinical practice be monitored during
surgery for signs of cardiac ischemia and then have taken daily ECG. In
addition, blood samples consisting of: troponin T, CKMB, LDH, hemoglobin,
creatinine, urea, sodium, potassium, leukocyte count and CRP are collected
after the surgery and the following five days. At all blood sampling, a sample
(5 ml) will be centrifuged and plasma stored for analysis of inflammatory
markers.

There will be performed an Echocardiography, preoperatively, before
discharge from the hospital and after 3 months.

Events in the first 30 days postoperative will be registered.

MECHANISMS OF HYALURONIC ACID INDUCED DEVELOPMENT OF
VASCULAR PATHOLOGY

K.A. Lorentzen', S. Chai', C.C. Danielsen2, L.M. Rasmussens, J.J. Enghild+,
K.W. Sanggaard+, L. Wogensen*

1Research laboratory for Biochemical Pathology, Institute of Clinical
Medicine, Aarhus University, Aarhus, Denmark, 2Institute of Biomedicine,
Aarhus University, Aarhus, Denmark, 3Department of Clinical Biochemistry,
Odense University Hospital, Odense, Denmark, 4Department of Molecular
Biology, Aarhus University, Aarhus, Denmark



Diabetic macroangiopathy is characterised by vessel wall thickening arising
from extracellular matrix accumulation, in particular Hyaluronic Acid (HA).
To explore the pathophysiological role of disseminated HA accumulation in
the arterial wall in vivo we previously created a transgenic mouse model with
HA overexpression in the smooth muscle cells. The model showed increased
vessel stiffness and strength. Additionally we observed accelerated
atherosclerosis development when crossed with atherogenesis prone (ApoE-
/-) mice. Together with results suggesting that vessel wall stiffening causes
susceptibility to atheromatosis, we propose that the HA accumulation has a
definitive influence on the development of diabetic macroangiopathy.

In this study we examine whether HA itself attributes to the increase in
mechanical stiffness and how the HA crosslinking is affected when HA is
present in excessive amounts. We focus on the Bikunin protein family:
Heavy Chains from the Bikunin proteins are transferred onto HA stabilising
the extracellular matrix.

We show that increased vessel stiffness persists after HA is removed by
hyaluronidase treatment (p<0.005) (Tg: n=5, WT: n=6). However when
investigating the crosslinking pattern we see that excessive production of HA
(n=8) leads to a 229% increase in Heavy Chain crosslinking compared to
wild type littermates (n=8) (p=0.001). When the vessel wall undergoes
atherosclerotic changes in ApoE-/- mice: the crosslinking increases by 403%
(p<0.001) (n=8 per group). Based on these findings we suggest that the
alteration in HA crosslinking is crucial to the enhanced mechanical stiffness
and thus to the increase in atherosclerotic susceptibility.
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THE PROGRESSION OF CHRONIC KIDNEY DISEASE (CKD)

D.S. Khatirt, B. Jespersen?, P. Iversen?, M. Pedersen4, O.N. Mathiassenz,
K.L. Christensen3, N.H. Buus!

1Department of Renal Medicine, Aarhus University Hospital, Skejby
Sygehus, 2Department of Cardiology, Aarhus University Hospital, Skejby,
3Department of Medicine and Cardiology A, Aarhus University Hospital,
Tage Hansens Gade, 4MR Research Center, Aarhus University Hospital,
Skejby

Chronic kidney disease (CKD) is often complicated by high blood pressure
(BP). This condition is associated by structural remodeling of small
resistance arteries in the entire body including the kidneys themselves in
terms of reduced lumen diameter and increased wall thickness. BP reduction
is very important for slowing the progression of CKD. While beta-blockers
(BB) lower BP through reduction in cardiac output, calcium channel
blockers (CCB) and angiotensin-converting enzyme-inhibitors (ACEi) reduce
BP through vasodilatation and reduction of peripheral vascular resistance.
In essential hypertension only the latter approach seems able to normalize
structure of the resistance vessels. However, it remains unknown whether
this also applies to hypertension due to renal disease.

The purpose of our study is therefore to compare antihypertensive
treatment with a greater degree of vasodilation to a treatment regimen with
less vasodilatation and investigate the effect on kidney function and various
parameters of vascular function.
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We aim to recruit 80 CKD patients (eGFR 15-60 ml/min and hypertension).
Baseline examinations consist of 24 hour ambulatory BP measurement, 5:Cr-
EDTA clearance, magnetic resonance imaging of the kidneys to evaluate size,
blood flow and oxygen content and determination of resistance artery
structure using forearm venous occlusion plethysmography. The patients
are randomized to treatment with BB or CCB with both groups receiving
ACEi and diuretics as needed. After 18 months the examinations will be
repeated.

The primary endpoint is change in GFR, while secondary endpoints are
changes in renal blood flow and resistance together with vascular
parameters.

THE ROLE OF BIOMARKER ANALYSIS IN THE PRE-HOSPITAL
DIAGNOSIS AND TRIAGE OF HEART ATTACK PATIENTS (THE PRE-
HAP STUDY)

C. Stengaard:, J. Thorsted Serensen?, S. Ladefoged?, J. Flensted Lassen?,
H.E. Botker1, C. Juhl Terkelsen?, K. Thygesen*

1Department of Cardiology, Aarhus University Hospital, 2Department of
Clinical Biochemistry, Aarhus University Hospital

Introduction: In ST Elevation Myocardial Infarction, pre-hospital ECG
diagnosis enables direct admission to Primary percutaneous intervention (P-
PCI). This saves important time with improved outcome. However, if ST
elevation is not present the AMI diagnosis is difficult to establish in the pre-
hosptial setting. Current guidelines instruct that AMI patients without ST
elevation (NSTEMI) must be admitted to a department of cardiology for
diagnosis and planning of treatment. Yet some of these patients are high risk
patients and may benefit from direct transfer for P-PCI. We are still awaiting
the first randomised study evaluating acute P-PCI treatment for patients
without ST elevation. One potential modality for pre-hospital identification
of NSTEMI patients is pre-hospital biomarker analysis. In this study we
hypothesise that pre-hospital Troponin T (TnT) analysis will identify the
majority of AMI patients.

Methods: 1118 patients transported by ambulance suspected of AMI were
included. A pre-hospital TnT analysis was performed. The blood sample was
saved in a pre-hospital biobank. The AMI diagnosis will be determined by an
endpoint committee. Data of mortality is obtained from the Danish Cause of
death registry. Timing of pre-hospital and in-hospital TnT analysis is
compared.

Evaluation: Diagnostic accuracy of the pre-hospital TnT analysis is evaluated
by ROC curve analysis. Mortality stratified by quartiles of pre-hospital TnT
is evaluated by Kaplan-Meier curves.

Results: 12.5% of the patients had a positive pre-hospital TnT analysis. This
corresponds to the expected fraction. Endpoint evaluation is in process and
needed for further analysis of the data.

MR ANGIOGRAPHY WITHOUT GADOLINIUM CONTRAST AGENTS
COMPARED TO CT AND ULTRASOUND IN PATIENTS UNDERGOING
KIDNEY TRANSPLANTATION. PRELIMINARY RESULTS.
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1Dept. of Radiology, MR-Centre, Aarhus Universityhospital, 2Institute for
Clinical Medicine, Aarhus University, SMR-Centre, Aarhus Univeristy,
4Department of Nursing Science, Aarhus University

Purpose: To establish whether ultrasound (US), Computed Tomography
(CT) or Magnetic Resonance Angiography (MRA) without contrast agents, or
a combination of two of these methods, is sufficient in examinations prior to
kidney transplantation.

Methods: Prior to kidney transplantation MRA examinations are evaluated
versus US and CT all without contrast agents in examination prior to kidney
transplantation. The agreement of the scanning methods is evaluated and
compared to surgery results. The latter are considered the golden standard.

Results: Forty patients were scanned. Only four have undergone
transplantation and hence the golden standard is not yet part of the result.
In 28 cases (70%) there was agreement between all the examination
modalities, and in 12 cases (30%) there was disagreement. US was
considered insufficient in 8 cases (20%). In 4 cases (10%) US was
insufficient where occlusion or severe atherosclerosis was present on MRA
or CT. Kappa values for US vs. CT: 0.60; absolute agreement 89%, Kappa for
US vs. MR: 1; absolute agreement 100%; Kappa for CT vs. MR 0.73; absolute
agreement 90%. In cases where US were insufficient, the Kappa for CT vs.
MR was 0.78; absolute agreement: 88%.

Preliminary results show that none of the examination modalities alone were
sufficient. US needed supplementary examination methods in 20% of cases.
In CT calcifications were nicely visualized but stenoses were not. In MR
stenoses can be identified but not calcifications.

Conclusions: The preliminary results indicate that a combination of CT and
MR without contrast agents is sufficient for visualizing vessel anatomy
before kidney transplantation. US was diagnostically weaker.

REAL-TIME MOVIE DISPLAY OF GASTRIC VENTRICLE MOVEMENT
WITH MRI

L. Brixt, S. Ringgaard?, B. Stausbol-Greonz, Y. Yasmina Berber3, M. Ries3,
T.S. Serensen+ 5

1Department of Clinical Engineering, Region Midt, 2MR-Centre, Aarhus
University Hospital, Skejby, Denmark, 3Laboratoire IMF, Centre National de
la Recherche Scientifique/Universite Bordeaux 2, Bordeaux, France,
4Department of Computer Science, University of Aarhus, Denmark,
sInstitute of Clinical Medicine, University of Aarhus, Denmark

Background: Information of gastrointestinal motor function can be assessed
in a variety of ways including gastric emptying scintigraphy, gastric barostat,
barium based radiography and intraluminal manometry. This palette of
techniques are either regarded as invasive, uncomfortable for the patient or
utilize ionizing radiation. We have developed an MRI system that can
visualize gastric emptying in real-time. The aim of the project was to test the
MRI system in a group of healthy volunteers at satisfactory frame rates in
absence of degrading image artifacts.
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Methods: Ten healthy volunteers (two women and eight men; age 34+8 (24-
47) years) drank approximately one liter of cold tap water to enhance image
contrast of the gastric ventricle.

A Philips Achieva 1.5T MRI system was used and the images were acquired
using the Golden Ratio method. The raw data stream was reconstructed on a
graphics card and visualized in real-time on an external workstation.
Furthermore, all raw data was saved for off-line image evaluation.

Results: Our real-time system acquired MRI movies of gastric ventricle
movement at flicker free frame rates of up to 11 frames per second. The
acquired movies had a better temporal and in-plane image resolution
compared to standard vendor protocols.

Conclusion: Real-time acquisition and reconstruction using our system
increases the temporal and in-plane resolution in gastric ventricle movies
without compromising image quality in healthy volunteers. This study is a
step toward using MRI for imaging of other moving organs (e.g. fetuses and
intestines) and hereby overcoming some of the inherent problems with MRI
being a time-consuming imaging modality.

URINARY BIOMARKERS FOR MEASUREMENT OF SODIUM- AND
WATER CHANNEL ACTIVITY IN THE NEPHRON IN HEALTHY
PERSONS AND PATIENTS WITH CHRONIC KIDNEY DISEASE. AN
INTERVENTION STUDY WITH ISOTONIC AND HYPERTONIC NACL,
THIAZIDE AND AMILORIDE.

J.M. Jensent, F.H. Mose', J.N. Bech?, S. Nielsen?, E.B. Pedersen’

1Department of Medical Research and Medicines, Holstebro Hospital and
Aarhus University, Denmark, 2The Water and Salt Research Center, Aarhus
University, Denmark

Background: Patients with chronic kidney disease (CKD) have a diminished
capacity to excrete a sodium load. Biomarkers are now developed to measure
the activity of transport channels reabsorbing water and sodium.

The purpose of this study is to measure renal biomarkers and gain
knowledge of the renal mechanisms controlling sodium and water transport.

Design: Substudies 1 and 2 are randomised placebo-controlled, crossover
studies of healthy subjects.

Substudy 3 is a case-controlled study of patients with CKD and healthy
subjects.

Methods: In Substudy 1, subjects attend three examination days. On the
examination day subjects receive an IV infusion with isotonic or hypertonic
NaCl or glucose 5%. In Substudy 2, subjects attend three examination days.
Five days prior to the examination day subjects receive treatment with 1.25
mg bendroflumethiazid, 5 mg amiloride or placebo, and on the examination
day, they receive an IV infusion with hypertonic NaCl. In Substudy 3,
subjects attend one examination day, and on the examination day they
receive an IV infusion with hypertonic NaCl.

In all three subprojects the participants are on a standardised diet for four
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days prior to the examination.

Renal function and vasoactive hormones are measured prior, during and
after infusion using renal clearance of 5:Cr-EDTA and radioimmunoassays,
respectively. Urinary excretions of NCC, NKCC and ENaCg concentration will
be measured to evaluate channel activity in the nephron.

Perspectives: This study is expected to contribute to increase the knowledge
regarding pathophysiological mechanisms participating in the development
and progression of diseases with abnormal water- and sodium balance.

THE ROLE OF L-TYPE VOLTAGE-DEPENDENT CALCIUM CHANNELS IN
THE PHENOTYPIC EXPRESSION OF VASCULAR SMOOTH MUSCLE
CELLS

O. Kudryavtseval, K.L.B. Moller2, V.V. Matchkov?, C. Aalkjzer!

[nstitute of Biomedicine, Aarhus Unievrsity, 2Institute for Experimental
Medical Research, Oslo University Hospital Ullevaal

Intracellular Ca2+ plays dual roles in vascular smooth muscle cells (VSMCs).
It mediates excitation-transcription coupling and activates transcriptional
factors, such as CREB and NFAT. These transcription factors can affect the
expression of contractile protein genes. Disturbance in contractile protein
expression can lead to switch of VSMCs from a healthy contractile phenotype
to a synthetic phenotype. Phenotypic switch is a hallmark of such
pathological conditions, as atherosclerosis and pulmonary hypertension.

LTCCs are downregulated after phenotypic switch, but whether it is a cause
or consequence of the process remains to be elucidated.

To address this question, we used a rat model in which the channels of
interest were knocked down with siRNA in small mesenteric resistance
arteries. The data indicated that VSMCs that lacked LTCCs underwent
phenotypic switch. Firstly, the resting intracellular calcium level increased
by 36% after LTCCs downregulation. Noteworthy, this increase in Ca2*was
not because of over expression of T and P/Q voltage-dependent calcium
channels. Secondly, agonist and depolarization-induced force development
were significantly decreased, while intracellular calcium reached the same
level, as in control vessels. Thirdly, reduction in contractile-phenotype
marker gene expression was observed. This suggests that LTCCs
downregulation is a cause, rather than a consequence of phenotypic switch.

Next, I will investigate if increased store-operated calcium entry is
responsible for the increase in intracellular Ca2+. I will also
immunohistochemically quantify transcriptional factors CREB and NFAT,
which are affected by Ca2+* homeostasis.

DOES THE ANTIPLATELET EFFECT OF ASPIRIN DECREASE DURING
THE 24-HOUR DOSING INTERVAL?

M. Wiirtz!, E.L. Grove!, A.M. Hvas2, S.D. Kristensen!
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Introduction: Cardiovascular disease is the number one cause of death
worldwide. Low-dose aspirin is given once daily to prevent cardiovascular
events. We have previously shown, however, that some patients have an
inadequate platelet response to aspirin, in particular patients with an
increased platelet turnover. A higher frequency of acute coronary syndromes
has been reported during the early hours of the day. Likewise, platelet
reactivity is increased during these hours. Since most patients take their
aspirin in the morning, these observations may reflect that the antiplatelet
effect of aspirin decreases towards the end of the 24-hour dosing interval.

Hypothesis: The antiplatelet effect of aspirin is reduced at the end of the 24-
hour dosing interval, in particular in individuals with an increased platelet
turnover.

Methods: A total of 210 individuals are included: 110 patients with stable
coronary artery disease, 50 patients with previous definite stent thrombosis,
and 50 healthy volunteers. All participants on aspirin mono-therapy (75 mg
daily) for at least 7 days prior to blood sampling. Blood sampling is
performed twice; 1 hour and 24 hours after aspirin ingestion. The
antiplatelet effect of aspirin is evaluated by modern whole blood
aggregometry using two different instruments (VerifyNow® and
Multiplate®). Platelet turnover is evaluated by the immature platelet fraction
and the immature platelet count assessed by flow cytometry. Compliance is
evaluated by face-to-face interviews, pill-counting and serum thromboxane
B, measurements.

AMPLIFICATION OF RESPIRATORY INDUCED ARTERIAL PRESSURE

Kanstrup Dahl VARIATIONS DURING SPONTANEOUS BREATHING — A METHOD TO

ASSESS FLUID RESPONSIVENESS?
M.K. Dahl, J. Koefoed-Nielsen, S.T. Vistisen, A. Larsson

Aalborg Hospital, Aarhus University Hospital, Department of
anaesthesiology

INTRODUCTION: Assessment of hypovolemia and fluid responsiveness is
often demanding. During controlled ventilation, increased arterial pressure
variations have been shown to indicate fluid responsiveness. During
spontaneous breathing these variations are minor and difficult to detect. We
hypothesized that an inspiratory/expiratory resistor would amplify the
intrathoracic pressure changes and the arterial pressure variations during
spontaneous breathing.

METHODS: In eight, tracheotomized, anesthetized and spontaneously
breathing pigs 30% of the blood volume was removed. They were breathing
either through an inspiratory and/or an expiratory resistor (7.5 cmH,0) or
only through the tracheal tube. Hemodynamic and respiratory
measurements were performed at hypo-, normo-, 20% hyper- and 40%
hypervolemia. Normo- and hypervolemia was restored by a HES solution.

Statistics: Non-parametric tests and linear regression. Significance level: p<
0.05.

RESULTS: Stroke volume was significantly lower during hypovolemia.
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Values for systolic pressure variation (SPV) with expiratory resistor were 11
(9.12)% (median and interquartile range) during hypovolemia, 4 (2.5)%
during normovolemia and 4 (2.5)% and 3 (2.4)% during 20% and 40%
hypervolemia respectively. SPV without resistor were 5 (3.7)%, 2 (2.3)%, 2
(2.2)%, and 2 (1.3)%. There were statistical significant differences between
the breathing modes at hypo- and 20% hypervolemia, and within the
breathing modes between hypo- and normovolemia.

CONCLUSION: Arterial pressure variations were amplified during
spontaneous breathing by use of an expiratory resistor, and were
significantly increased during hypovolemia compares to normo- and
hypervolemia.

THE ASPIRIN PARADOX - ANTIPLATELET EFFECT OF ASPIRIN IS
REDUCED IN PRIOR ASPIRIN USERS

[New initials (change me)] [New last name (change me)]J!, S.B. Larsent, S.
Neergaard-Petersen!, E.L. Grove!, S.D. Kristensen!, A.M. Hvas?

1Department of Cardiology, Aarhus University Hospital Skejby, 2Department
of Clinical Biochemistry, Aarhus University Hospital Skejby

Introduction: Aspirin remainsthe firstchoice antiplatelet drug for coronary
artery disease. Recent studies report that among patients with acute
coronary syndromes, those already taking prophylactic aspirin had worse
long-term outcomes. It remains unknown whether aspirin use before
myocardial infarction (MI) is associated with a reduced antiplatelet effect of
aspirin.

Aim: To investigate if the antiplatelet effect of aspirin differed between
patients with previous MI with and without prior aspirin use at the time of
acute MI.

Methods: We included 116 patients on chronic aspirin therapy who all had a
history of previous MI: 59 with prior use of aspirin at the time of acute MI
and 57 without prior use. Antiplatelet effect was assessed using turbidimetric
optical detection (VerifyNow® Aspirin) and impedance aggregometry
(Multiplate®) with arachidonic acid 1.0 mM and collagen 1.0 ug/mL as
agonists. Compliance to aspirin was evaluated by serum thromboxane B..

Results: Platelet aggregation levels were higher among prior aspirin users
than among prior non-users. This suggests a reduced antiplatelet effect
among prior users. This finding was statistically significant when evaluated
with VerifyNow® (p<0.0001) and with Multiplate®/collagen (p=0.02), but it
could not be confirmed with arachidonic acid. Optimal compliance in the
study population was confirmed by low serum thromboxane B.levels.

Conclusions: Prior aspirin use at the time of acute MI was associated with
higher aggregation levels among prior users compared with prior non-users.
This indicates a reduced antiplatelet effect of aspirin in the acute phase of
MI among patients already taking aspirin.

SHORT TERM MANIPULATION OF INTRACELLULAR MYOCARDIAL
LIPID CONTENT: EFFECT ON LEFT VENTRICULAR FUNCTION,
CONTRACTILITY, EXERCISE CAPACITY AND OXYGEN CONSUMPTION
IN HEART FAILURE PATIENTS WITH TYPE 2 DIABETES.
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R. Nielsent, H. Norrelund2, U. Kampmanns3, W.Y. Kim2 4, S. Ringgaard+4, M.
Schars, N. Mollers, E. Botker!, H. Wiggers?

Dept. of Cardiology, Aarhus University Hospital, 2Dept. of Medicine, Viborg
Hospital, 3Dept. of endocrinology, Aarhus University Hospital, 4MR center,
Aarhus University Hospital, 5Dept. of Radiology and Radiology Science, The
John Hopkins University School of medicine, Baltimore USA

Background: Increased levels of intracellular myocardial lipid is associated
with reduced left ventricular (LV) function. We investigated whether short-
term changes in circulating free fatty acids (FFA) and intracellular
myocardial lipid affected LV contractility and cardiopulmonary exercise
capacity.

Methods: 20 heart failure patients (HF) (ejection fraction (EF)<45%) NYHA
class 2 or 3 with type 2 diabetes were studied in a randomized cross-over
designed trial during 8 hours of high vs suppressed circulating FFA on two
different occasions 1-6 weeks apart. Advanced echocardiography,
cardiopulmonary exercise testing, MR Imaging (MRI) and MR proton-
spectroscopy (MR-H1-S) were applied.

Results: 18 patients completed the protocol. Circulating FFA differed
between the “suppressed” and “high FFA” arms (0.049+0.064 mmol/L vs
1.042+0.069 mmol/L; p<0.001). Intracellular myocardial lipid/water
fraction determined by MR-H1-S increased from 0.78%+0.19 t0 1.31%+0.25.
No effect was found on ejection fraction, global strain, exercise capacity or
peak oxygen consumption. However, resting double product and
longitudinal mitral plane peak velocity S'max was higher during “High FFA”
(7501£402 mmhg/min vs 8207+411 mmhg/min and 3.617+0.169 m/sec vs
3.846+0.198 m/sec respectively).

Conclusion: Short-term elevation of circulating FFA levels and intracellular
myocardial lipid content does not depress left ventricular function, exercise
capacity or peak oxygen consumption. Our findings argue against an acute
myocardial lipotoxic effect in HF patients with DM-2.

THE CARDIAC CYCLE IS A MAJOR CONTRIBUTOR TO VARIABILITY IN
SIZE MEASUREMENTS OF ABDOMINAL AORTIC ANEURYSMS BY
ULTRASOUND

N. Grondal, J.S. Lindholt

Dept of vascular surgery and research, RH Viborg, Aarhus University
Hospital

Abstract

Aim: To evaluate the impact of the cardiac cycle on ultrasound
measurements of abdominal aortic aneurysm (AAA) diameters.

Methods: In total, 603 AAAs detected by screening were investigated with
respect to the maximal systolic- and diastolic anterior-posterior aortic
diameters during the cardiac cycle using recorded ultrasound video
sequences.

Results: On average, the systolic AAA diameter was 41.60 mm, and the
diastolic AAA diameter was 39.63 mm with a paired mean difference at 1.94
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mm (p<0.0001). No association between aneurysmal size or the difference
in systolic and diastolic size was noted.

The mean difference and variability between two observers, one measuring
during peak-systole and the other measuring during end-diastole, was 2.65
mm and 2.21 mm, respectively, as compared to 0.86 mm and 1.52,
respectively, when both were measured during the peak of systole. The
intraobserver variability was 0.94 mm during systole, 1.18 mm during
diastole and 1.94 mm when systole and diastole measurements were
combined.

Conclusion: The lack of a standardised measurement of the AAA diameter
during the cardiac cycle is a potential major contributor to the variability in
ultrasonography measurements.

EMPIRIC VERSUS IMAGING GUIDED LEFT VENTRICULAR LEAD
PLACEMENT IN CARDIAC RESYNCHRONIZATION THERAPY: STUDY
PROTOCOL SYNOPSIS

A. Sommer, M.B. Kronborg, M. Bettcher, S.H. Poulsen, J.C. Nielsen
Department of Cardiology, Aarhus University Hospital, Skejby
Background

Cardiac resynchronization therapy (CRT) is an established therapy for
selected heart failure patients. However, approximately 40% of patients do
not respond clinically from the treatment. Retrospective studies have
documented an improved response rate to CRT when the left ventricular
(LV) lead is placed in the latest activated myocardial segment and in
myocardial regions without scar tissue. Echocardiography, SPECT, and
cardiac CT can visualize the latest activated LV segment, scar tissue, and
cardiac venous anatomy. By integrating these cardiac imaging modalities
prior to CRT implantation it is possible to perform LV lead placement
targeted to the site of latest myocardial activation without scar tissue.

Aim and Hypothesis

We aim to investigate if LV lead placement guided by echocardiography,
SPECT, and cardiac CT improves response rate to CRT. We hypothesize that
this approach can increase the response rate to 80%

Methods

A total of 190 consecutive patients meeting the criteria for CRT are included
in a prospective, double-blinded, randomized trial to LV lead positioning
either guided by cardiac imaging or using standard clinical routine placing
the LV lead in the posterior-lateral region.

Patients are followed-up in six months. The primary endpoint is response to
CRT defined as a combination of survival, free of hospitalization for heart
failure, and improved functional status. Secondary endpoints include
changes of LV function and complications.

Perspective

No prospective randomized trials have previously investigated the effect of
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imaging guided LV lead positioning on the response rate to CRT. This study
has the potential to increase response rate to CRT.

2D STRAIN ANALYSIS IN PATIENTS WITH REDUCED IMAGE QUALITY
ON ECHOCARDIOGRAMS: EFFECT OF MICROBUBBLE CONTRAST
(MBC) ON SEGMENTAL TRACKING

J.A. Ejlersent 2, O. May!

1Cardiovascular Research Unit, Herning Regional Hospital, 2Department of
Nuclear Medicine, Herning Regional Hospital

2Dstrain based on speckle tracking is used for quantification of left ventricle
deformation. We have previously shown that speckle tracking is impaired in
patients with acceptable image quality when MBC is present in the
circulation. Our purpose was to assess how MBC affects 2Dstrain analysis in
patients with reduced image quality.

Methods

At baseline, during, 3, and 7 minutes after MBC infusion, the 3 standard
apical loops were recorded and analysed (EchoPac, GE) twice on different
days. All analyses were performed blind to each other. Tracking quality (TQ)
was defined as the percentage of successfully tracked segments. Changes
over time were analysed as repeated measurements by univariate ANOVA.
Reproducibility of peak systolic segmental strain was assessed by the Bland
Altman method, expressed as the coefficient of reproducibility (COR) and
compared with F-tests.

Results

Twenty nine consecutive patients with stable angina and normal
echocardiograms were included and divided in two groups: Baseline
TQ<80% (10 patients) and baseline TQ=80% (19 patients). TQ in the
following is expressed as group mean (sd) at baseline, during, 3, and 7
minutes after MBC infusion. TQ<80% group: 59% (15%), 66% (13%), 72%
(16%) and 75% (14%), p=0.002. TQ=80% group: 92% (6%), 86% (12%), 93%
(9%) and 93% (7%), p=0.008. Baseline strain was similar in the two groups
(p=0.77). For the TQ<80% group, strain COR was 3.9%, 9.9%*, 8.7%* and
5.7%* at the 4 time points. For the TQ>80% group, COR was 4.4%, 6.1%*,
4.1% and 4.1% (*p<0.01 compared to group baseline value).

Conclusion

MBC seems to improve TQ in patients with reduced image quality but the
reproducibility of segmental strain is compromised.

CARDIAC AND METABOLIC EFFECTS OF GLP-1 TREATMENT IN
PATIENTS WITH CHRONIC HEART FAILURE

A. Jorsalt2, R. Nielsen?, L. Gotzsche?, I. Gustafsson3, C. Kistorp4, L.
Tarnows, T. Wellovs, H. Wiggers?, A. Flyvbjerg?

1Dept. of Cardiology, Aarhus University Hospital, 2Dept. of Endocrinology
and Internal Medicine, Aarhus University Hospital, 3Dept. of Cardiology,
Gentofte Hospital, 4Dept. of Endocrinology and Internal Medicine, Herlev
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Background

Glucagon-like peptide 1 (GLP-1) is a naturally existing hormone, which is
secreted from the incretine system. A beneficial effect of GLP-1 on cardiac
function has recently been suggested in small, non-randomised clinical
studies, demonstrating improved left ventricular ejection fraction (LVEF) in
both diabetic and non-diabetic patients with chronic heart failure.
Liraglutide (Victoza®) is a GLP-1-analogue developed for the treatment of
type 2 diabetes (T2D). However, the impact of Liraglutide on cardiac
function has not previously been investigated.

Hypothesis

Liraglutide will improve the left ventricular systolic and diastolic function in
CHF patients with and without T2D.

Design and methods

An investigator initiated, multi-centre, randomised, double-blind, parallel,
placebo controlled intervention trial.

A total of 240 patients with systolic CHF (50% with T2D) will be randomised
to either subcutaneous injection of Liraglutide 1.8 mg once daily or matching
placebo for 24 weeks. The effect of Liraglutide on left ventricular systolic and
diastolic function will be evaluated by advanced echocardiography using 2D,
3D, and tissue Doppler imaging.

Perspectives

Potentially Liraglutide can improve heart function substantially, thus
changing the prognosis of CHF patients worldwide.

EX-VIVO RESPONSE TO BLOOD PRODUCTS AND HAEMOSTATIC
AGENTS IN WHOLE BLOOD COAGULATION AFTER CARDIAC SURGERY
IN CHILDREN

J.B. Andreasen?, A.M. Hvas?, K. Christiansen?, H.B. Ravn?

Department of Anesthesiology and Intensive Care, Aarhus University
Hospital, 2Centre for Haemophilia and Thrombosis, Department of Clinical
Biochemistry, Aarhus University Hospital.

Introduction: Bleeding complications after cardiac surgery are of particular
importance among children because they are more prone to volume
overload. To optimize haemostatic intervention, the coagulopathy needs to
be characterized, and knowledge about the effect of blood products and
haemostatic agents is needed. The aim was to investigate the effect after ex
vivo addition of blood products and haemostatic agents.

Methods: Coagulation profiles were evaluated by thromboelastometry
(ROTEM®) in 54 children before and immediately after heart surgery. The
haemostatic potential of various factor concentrates (fibrinogen concentrate,
recombinant factor VIIa, and factor XIII), fresh frozen plasma, pooled
platelets, and tranexamic acid was investigated.

Results: After surgery, the coagulation profiles revealed significantly
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prolonged clotting time (CT) (P=0.008), reduced clot propagation (MaxVel)
(P < 0.01) and reduced whole blood clot stability (MCF) (P < 0.001).
Addition of pooled platelets fully reversed the coagulopathy (CT; MaxVel, p<
0,001; MCF, p<0.05), which was also seen after addition of recombinant
factor VIIa, although less pronounced. Addition of fibrinogen concentrate,
fresh frozen plasma, and tranexamic acid improved clot stability
significantly (MCF, p< 0.01).

Conclusions: Whole blood coagulation was significantly impaired after
cardiac surgery in children. Ex vivo studies showed a total reversal of the
coagulopathy after addition of pooled platelets and significantly improved
clot stability after addition of fibrinogen concentrate, fresh frozen plasma,
and tranexamic acid.

VALIDITY OF THE DIAGNOSES ATRIAL FIBRILLATION AND ATRIAL
FLUTTER IN THE DANISH NATIONAL PATIENT REGISTRY

T.A. Rix, S. Riahi, S. Lundbye-Christensen, K. Overvad, E.B. Schmidt, A.M.
Joensen

Department of Cardiology, Center for Cardiovascular Research, Aalborg
Hospital, Aarhus University Hospital

Objectives: To assess the validity of the diagnoses atrial fibrillation (AF) and
atrial flutter (AFL) for men and women recorded in the Danish National
Patient Registry, and to assess the relative distribution of AF and AFL in the
cohort.

Design: Review of medical records for incident cases of AF and/or AFL in
the Diet, Cancer and Health cohort study.

Results: The positive predictive value of the combined diagnosis AF and/or
AFL was 92.6% (95% CI 88.8%; 95.2%) with no significant difference
between sexes (men 93.7%, women 90.9%). The proportion of AFL either
alone or in combination with AF was significantly higher in men compared
to in women (13.5% vs. 5.5%, p=0.03).

Conclusions: This study confirms earlier reports that the validity of the
diagnosis AF and/or AFL is high and may be used for registry-based studies.
A specified diagnosis of AFL was rarely used and was not reliable to
distinguish between cases of AF and AFL.

VASOACTIVE EFFECTS OF CYSTAMINE
M. Engholm, U. Simonsen, M.J. Mulvany

Institute of Pharmacology, Aarhus University

ISCHAEMIC CARDIOPROTECTION: PATHOGENIC MECHANISM IN
TYPE 2 DIABETES MELLITUS?

J.A. Povlsen!, B. Lofgren!, C. Dalgas, N. Stettrup', R.D. Birkler2, M.
Johannsenz2, H.E. Botker:, T.T. Nielsen?

1Department of Cardiology B, Aarhus University Hospital, Skejby, 2Section
for Toxicology and Drug Analysis, Department of Forensic Medicine, Aarhus
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HYPOTHESIS

Diabetes induces partial resistance to ischaemic cardioprotection. Inhibition
of the malate-aspartate shuttle (MAS) during ischaemia mediates
cardioprotection similar to local preconditioning and downregulates
myocardial glucose oxidation. We hypothesized that ischaemic conditioning
with inhibition of MAS operates as a stress response at onset of diabetes, and
makes the heart insensitive to additional protection. Cardioprotection
(infarct size (IS), hemodynamic recovery) was examined in relation to
development of hyperglycemia in type 2 diabetic (T2DM) rats.

METHODS

Hearts of Zucker diabetic fatty rats (fa/fa) and matched heterozygote
controls (fa/+) were studied at prediabetic state (6 wks of age), at onset of
T2DM (12 wks) and in late T2DM (24 wks). Isolated perfused hearts
(Langendorff) were exposed to 40min ischaemia/120min reperfusion.
Myocardial metabolism was assessed by glucose tracer kinetics and
myocardial microdialysis. MAS activity was elucidated by gene/protein
expression of carrier proteins (citrin,aralar), enzymes (ASAT) and glutamate
transporters (EAAT1).

RESULTS

The homozygote diabetic phenotype was associated with a non-significant
increase in IS at prediabetic state, reduced IS at onset of T2DM and
increased IS in long lasting T2DM. Metabolic/genomic/proteomic findings
suggest a regulatory role of MAS on cardioprotection in diabetic hearts.

CONCLUSION

The stress-response at onset of diabetes includes activated ischaemic
cardioprotection. Regulation of metabolic flux of MAS may be an underlying
mechanism. Our findings explain previous conflicting results on ischemia
reperfusion injury in T2DM.

ADVANCED ATHEROSCLEROSIS IN TRANSGENIC
HYPERCHOLESTEROLEMIC YUCATAN MINIPIGS

R.H. Al-Mashhadi, J. Bentzon, E. Falk
Institute of Clinical Medicine

Background: The pursue of animal models of atherosclerosis has spawned
the creation of several mammalian models in mice, rats and pigs. In contrast
to rodents, pigs develop human- like atherosclerotic lesions, bear close
resemblance to humans in terms of cardiovascular anatomy and physiology
and have an adult size comparable to that of man.

Our research group has recently created a transgenic Yucatan minipig model
exhibiting liver specific expression of the human proprotein convertase
subtilisin kexin type 9 (PCSK9) gain-of-function mutant, D374Y-PCSK9. The
transgene inactives the low density lipoprotein (LDL) receptors and thus
increases plasma LDL cholesterol.
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We aim to test the hypothesis that dietary cholesterol challenge increases
plasma cholesterol and augmentes atherosclerosis in D374Y-PCSK9g
transgenic minipigs compared to their wildtype siblings. We further
hypothesize that diabetes mellitus and hypertension exacerbate the
development of atherosclerosis in this transgenic model.

Methods: Eight wildtype (WT) and 24 transgenic minipigs will be fed a 20%
saturated fat and 2% cholesterol diet for 45 weeks. The transgenic minipigs
will be divided into 3 groups: a control group (C) a diabetes group (D) and a
hypertension group (H). Diabetes will be induced by injection of the
pancreatic b-cell toxin streptozotocin. Hypertension will be induced by
aortic coarctation as described by Fossum et al, 2003. At the end of the
study, the extent of atherosclerosis will be examined by positron emission
tomography (PET), magnetic resonance imaging (MRI) and optical
coherence tomography (OCT). Finally the major vessels will be explanted for
detailed histological examination.

MEMORY AND EXECUTIVE FUNCTIONS IN PATIENTS WITH
OBSESSIVE COMPULSIVE DISORDER ARE NOT ASSOCIATED WITH
OUTCOME OF COGNITIVE BEHAVIORAL THERAPY

S. Kjeer Vandborg?, T.B. Hartmannz, B.E. Bennedsen?, A.D. Pedersens3, P.H.
Thomsen#

1IClinic for OCD and Anxiety Disorders, Aarhus University Hospital Risskov,
2Centre for Psychiatric Research, Aarhus University Hospital Risskov,
3Hammel Neurorehabilitation and Research Centre, Aarhus University
Hospital, 4Psychiatric Hospital for Children and Adolescent Psychiatry,
Aarhus University Hospital Risskov

Obsessive Compulsive Disorder (OCD) is a debilitating neuropsychiatric
disorder characterized by intrusive, recurrent and distressful thoughts
(obsessions) and repetitive behaviors (compulsions). Guideline
recommendations for treatment are Cognitive Behavioral Therapy (CBT)
and/or treatment with Serotonin Reuptake Inhibitors (SRI). However, up to
50% of OCD-patients do not have a clinically significant outcome of the
current treatment approaches. Previous studies have found that some OCD-
patients have cognitive dysfunctions compared to healthy controls, primarily
poorer visuo-spatial memory and poorer executive functions, such as mental
set shifting, mental inhibition and planning. Theoretically it seems plausible
that poor memory and poor executive functions could limit patients’ ability
to comprehend and remember things discussed in psychotherapy. A main
object of this PhD project is to investigate whether OCD-patients with poor
outcome of CBT (non-responders) have poorer baseline memory and poorer
executive functions than OCD-patients with good treatment outcome
(responders). 42 adult OCD-patients have been assessed before and after 16
weekly CBT-sessions at Clinic for OCD and Anxiety Disorders, Aarhus
University Hospital Risskov. Patients were, among other things, assessed
with neuropsychological tests of memory and executive functions, and with a
semi-structured interview to establish symptom severity and treatment
outcome. Results show that non-responders do not have poorer memory or
poorer executive functions than responders. Based on these results, one may
conclude that OCD-patients should be offered CBT regardless of their
baseline memory and executive functions.



P17.02 DitteOlsen = SORLA REGULATES GDNF SIGNALLING THROUGH RETROGRADE
SORTING OF GDNF AND GFR&ALPHA;1

D. Olsen* 2, S. Glerup?, M. Lume3, C. Vagter, A. Dippel-Lande* 4, P.
Madsen?, M. Saarmas3, C.M. Pedersen!, A. Nykjaert

1Department of Biomedicine, Aarhus University, 2H. Lundbeck A/S, Valby,
Denmark, sInstitute of Biotechnology University of Helsinki, Finland,
4Department of Molecular Biology and Genetics, Department of Molecular
Biology, Aarhus University

To remain alive, neurons require constant survival signals from neighboring
cells. Glial cell line-derived neurotrophic factor (GDNF) is a potent survival
factor for a number of cell types, notably dopaminergic neurons. GDNF
signalling is mediated via its interaction with two receptors. The GDNF
dimer first binds its primary receptor GFRaz1, which serves to concentrate
the ligand on the cell membrane, and the resulting 2:2 complex subsequently
interact with the receptor tyrosine kinase Ret to form a signalling complex.
We have found that SorLA selectively binds GDNF but not other GDNF
family ligands. In addition, SorLA forms a complex with the GDNF-GFRau,
resulting in retrograde sorting of both GDNF and GFRa1 from the cell
surface. Through this mechanism, SorLA negatively modulates
differentiation, proliferation, and survival of neuroblastoma cells and of
primary dopaminergic neurons. Furthermore, SorLA knockout mice display
hyperactivity, and altered response to amphetamine, strongly suggesting
that SorL.A is critical for dopaminergic functionality in vivo.

P17.03  Line Bie Mertz ANGELMAN SYNDROME: GENOTYPE COMPARED WITH PHENOTYPE.
L.G.B. Mertz
Paediatric Research Department A, Aarhus University Hospital Skejby
Angelman syndrome:
Angelman syndrome (AS) is due to an abnormality on chromosome 15.

Characteristics of AS include severe intellectual disability and
developmental delay, lack of speech, happy behaviour, ataxia, craniofacial
dysmorphia, autistic behaviour, and epileptic seizures.

The incidence of AS is estimated to be between 1 in 10,000 and 1 in 20,000.
Genetic cause of Angelman syndrome:

-A maternal deletion of chromosome 15q11-13

-UBE3A mutations (5-10%)

-Uniparental disomy (UPD) (5%)

-Imprinting defects (5%)

-Unknown cause (10%)

AS is a classic example of genetic imprinting: If this happens on the
paternally inherited chromosome 15 in exactly the same place a completely
different syndrome occurs: Prader Willi syndrome, which is characterised by
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hypotonia, insatiable appetite, obesity, and hypogonadism.
Methods:
Genotype:

A blood sample from each participant will be examined by the
oligoarrayCGH-(comparative genomic hybridization) technique.

Phenotype:

The severity of epileptic seizures is assessed by a questionaire answered by
the parents and by information from the medical journal.

The severity of autism in each child is examined by ADOS (autism
diagnostic observation schedule) and the general developmental stage by
Mullen test.

Anthropometrical measures are collected from the paediatric department,
the family doctors and the health visitors.

Specific aims:

The specific aim of this study is to look at the association between genotype
and phenotype in Angelman syndrome. We will look especially at deletion
size and location and how they correlate with the severity of epileptic
seizures, autistic behaviour, and growth impairment.

LONG-TERM OUTCOME IN ISCHEMIC STROKE PATIENTS TREATED
WITH TROMBOLYSIS IN DENMARK: A NATIONWIDE FOLLOW-UP
STUDY

M.L. Schmitz!, G. Andersen?, S.P. Johnsen?

1Department of Neurology, Aarhus University Hospital, Denmark.,
2Department of Clinical Epidemiology, Aarhus University Hospital,
Denmark.

Background: Ischemic stroke is a major cause of death and disability world-
wide. Acute treatment with intravenous trombolysis has been widely used
during the last decade and reduces the risk of disabilities in ischemic stroke
patients. However, patients with ischemic stroke have an increased risk of
new cardiovascular events and death. Accurate data on long-term outcome
in patients treated with trombolysis are important. To date, however, studies
with follow-up for longer than three months are scarce.

Aim: To examine the long-term outcome (i.e. more than one year), including
mortality and risk of myocardial infarction and recurrent stroke in patients
treated with trombolysis. To compare the results with long-term outcome in
ischemic stroke patients not treated with trombolysis and the general
population.

Methods: We are currently conducting a nationwide population-based
follow-up study among all Danish patients treated with trombolysis due to
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first time ischemic stroke in the period 2004-2010, approximately 2000
patients. Data on outcomes are obtained from the Danish National Indicator
Project, the Danish Civil Registration System and the National Registry of
Patients. Comparisons with matched non-trombolysis treated ischemic
stroke patients and matched persons from the general population,
respectively, will be done using multivariable Cox’s proportional hazards
regression.

Results: Our results are pending.

NEUROPATHY AND PAIN FOLLOWING DOCETAXEL AND
OXALIPLATIN

L. Ventzell, A.B. Jensen?, A.R. Jensen2, T.S. Jensen?, N.B. Finnerup*

Danish Pain Research Center, Aarhus University Hospital, 2Department of
Oncology, Aarhus University Hospital

Background: Several patients develop peripheral neuropathy and pain after
adjuvant chemotherapy due to neurotoxicity. Chemotherapeutics known to
be neurotoxic include docetaxel, which is used in the treatment of high-risk
breast cancer, and oxaliplatin, which used in the treatment of high-risk
colorectal cancer. This neurotoxicity is a dose-limiting side effect. This is a
major problem because chemotherapy increases recovery and survival.
Unknown aspects of chemotherapy-induced neuropathies: Epidemiological
aspects, risk factors for neuropathy, mechanisms of neuropathy and
neuropathic pain, impact on quality of life and treatment.

Methods: Study 1: A prospective self-administered questionnaire study of
400 patients. Patients will be asked to fill out a detailed questionnaire about
symptoms of neuropathy and pain, dysaesthesia, paraesthesia and quality of
life at baseline, twice during treatment and 12 months after treatment. Study
2: A clinical prospective study examining patients with acute neuropathy and
cold allodynia. Study 3: A clinical study with thorough clinical examinations
of 20 patients in each chemotherapy group with persisting pain >6 months
after adjuvant chemotherapy treatment. This will include a detailed medical
history, a neurological examination, QST, questionnaires, thermal grill
illusion, skin biopsies, nerve conduction velocity and examination with laser
evoked potential.

Conclusion: This PhD project aims to determine the frequency, risk factors,
prognosis, characteristics and mechanisms of neuropathy and neuropathic
pain after chemotherapy. Furthermore, the aim is to describe the
somatosensory profile and understand the mechanisms of cold allodynia

THE VALIDITY OF THE SEVERITY-PSYCHOSIS HYPOTHESIS IN
DEPRESSION

S.D. Ostergaard!, J. Bille?, H. Soltoft-Jensen2, N. Lauge?, P. Bech?

1Unit For Psychiatric Research, Aalborg Psychiatric Hospital, Aarhus
University Hospital, 2Psychiatric Research Unit, Psychiatric Center
Nordsjeelland, Copenhagen University Hospital,

Background: The severity-psychosis hypothesis in depression assumes that
psychosis will develop if a depression becomes sufficiently severe.
Accordingly, psychotic depression is classified as a sybtype of severe
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depression in the current diagnostic classification systems. The aim of this
study was to detect potential differences in the symptom profile of psychotic-
(PD) and non-psychotic depression (non-PD) and to determine whether the
severity of depression and psychosis correlate in accordance with the
severity-psychosis hypothesis.

Methods: Quantitative analysis of Health of the Nation Outcome Scales
(HoNOS) scores from all patients admitted to a Danish general psychiatric
hospital between 2000 and 2010 with a diagnosis of severe depressive
episode.

Results: A total of 357 patients with severe depression, of which 125 (35%)
were of the psychotic subtype, formed the study sample. Mean HoONOS
scores at admission differed significantly between patients with non-PD and
PD on the items hallucinations and delusions (non-PD=0.33 vs. PD=1.37,
P<0.001), aggression (non-PD=0.20 vs. PD=0.36, p=0.044) and on the total
score (non-PD=10.55 vs. PD=11.87, p=0.024). The HoNOS scores on the two
items “depression” and “hallucinations and delusions” were very weakly
correlated (Spearman coefficient=0.12).

Conclusions: The results suggest that the severity of depression is not to the
key determinant for the development of psychosis and offers further support
to the hypothesis that the psychotic- and non-psychotic subtypes of
depression may in fact be different clinical syndromes. This should be
considered in the upcoming revisions of the diagnostic classification
systems.

SOCIAL COGNITIVE DEFICITS IN DEPRESSION
[New initials (change me)] [New last name (change me)], N. Ladegaard
Mood Disorders Clinic, Aarhus University Hospital

Depressive disorders are frequently associated with significant and pervasive
impairments in social functioning. Consequently, examining the social-
cognitive grounds for social functioning has considerable potential to
improve our understanding of depression. By social cognition we refer to the
implicit and explicit act of interpreting the actions of oneself and others on
the basis of perceptual cues and intentional mental states.

Three groups will participate:

A. Patients with chronic major depressive disorder. B. Patients experiencing
their first major depressive episode. C. Healthy controls.

The investigation is comprised of two studies:

Study I: A comparative study encompassing the two patient-groups. The
study will investigate the significance of multiple episodes along with
symptom severity and chronicity in relation to individual social-cognitive
capacity.

Study II: A controlled follow-up study assessing first time depressed patients
prior to enrolment in a structured treatment program over a period of 6
months. Patients reaching full remission will be re-tested 6 months after
remission. Through this design we wish to investigate whether social
cognition is remediated through full remission from depression. Healthy
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subjects will tested twice with a 6 month gab to serve as controls for the test
group.

Finally, we wish to investigate any associations between social cognitive
measures and a basic neurocognitive assessment (attention, memory,
learning, planning).

Primary measures: Metacognitive Assessment Scale (MAS), The Awareness
of Social Inference Test (TASIT), Triangle Animation Task and Cambridge
Neuropsychological Test Automated Battery (CANTAB).

BRAIN BLOOD FLOW PATTERNS IN ALZHEIMER'S DISEASE

E. Gutierrez-Jimenez® 5, M.J. West2, K. Mouridsen? 5, M. Skovgaard?, H.
Brandgaards 4, L. Ostergaard® 45

ICFIN, NeuroCampus Aarhus, Aarhus University, 2Anatomy Department,
Aarhus University, 3Department of Neurology, Aarhus University Hospital,
4Institute of Clinical Medicine, Aarhus University, 5MindLab, NeuroCampus
Aarhus, Aarhus University

Introduction: The vascular hypothesis of Alzheimer’s disease suggests that
microvascular pathology and cerebral hypoperfusion may trigger cognitive
and degenerative changes. Capillary transit time heterogeneity (CTTH) is
crucial in oxygen extraction at the neurovascular unit. It is suggested that
pericytes contract and dilate capillaries, therefore having a crucial role in the
regulation of capillary transit time dynamics and extraction of oxygen. Loss
of pericytes around brain microvessels impair brain perfusion, disturbs
vasoreactivity, and induces pathological blood brain barrier (BBB) leakiness.
The microvascular failure (i.e. increase CTTH) triggers an estate of high
oxidative stress, up-regulation of secretases as well as a failure in the
homeostasis of beta-amyloid by the BBB.

Objective: To describe the pericyte role in neurovascular and capillary flow
regulation and the effect of the microvascular failure (increased CTTH) in
the development and evolution of Alzheimer’s disease.

Material and Methods: Adult B-actin-GFP transgenic mice will be used.
Pericytes will be identified by morphology and localization. Linear scans,
using two-photon microscopy will be performed at several capillaries to get
blood flow measurements. Using two-photon phosphorescence lifetime
microscopy and an oxygen probe, PO2 will be measured to detect eythrocite-
associated transients in oxygen and evaluate the patterns before and after
stimulus (heterogenity/homogeneity). To evaluate the role of different flow
patterns in AD, the same approach described above will be performed,
comparing wild type mice with the animal model APP(swe)/PS1DEg for
Alzheimer’s disease at different ages.

EFFECT OF PRENATAL CORTICOSTEROID EXPOSURE ON THE
GABAERGIC INHIBITION IN RAT HIPPOCAMPUS

Z. Dosal, J.L. Nieto-Gonzalez!, K.S. Hougaard2, M.M. Holm!, G. Wegeners3,
K. Jensen? 3.4

1Synaptic Physiology Laboratory, Department of Biomedicine, Aarhus
University, Aarhus, Denmark, 2National Research Centre for the Working
Environment, Copenhagen, Denmark, 3Centre for Psychiatric Research,
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Aarhus University Hospital, Risskov, Denmark, 4The Lundbeck Foundation
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Prenatal stress is believed to lead to the development of mental illnesses in
humans, including major depression. Animal studies show cognitive,
behavioral, and psychological abnormalities in different prenatal stress
animal models. Exposure to restraint stress during pregnancy leads to
elevated maternal plasma glucocorticoids (GC) in rats, which may influence
the developing brain in offspring. The hippocampus, part of the limbic
system, is particularly sensitive to the early stress—induced elevation in
endogenous GCs.

In this study, we examined the electrophysiological properties of the
GABAergic inhibition in the hippocampus using young or adult offspring of
rat dams (Sprague Dawley) exposed to dexamethasone (DEX), a synthetic
GC, during the last week of gestation (150 ug/kg/day). These rats show
depressive-like behavior, and the GABAergic system is proposed to be
involved in the pathophysiology of depression. Whole-cell patch-clamp
recordings were performed from dentate granule cells of brain slices, to
examine the spontaneous and evoked GABAAx receptor mediated phasic
inhibition. In 4-week-old rats there was a significant decrease in the
frequency and rise time of the spontaneous inhibitory postsynaptic current
(IPSC), while the action potential independent miniature IPSCs were
unchanged. We also recorded evoked IPSCs by extracellular paired-pulse
stimulation. In DEX rats, we observed a significantly higher paired-pulse
ratio compared to controls. Our results demonstrate that there is a
dysfunction in the limbic GABAergic inhibitory system in rats exposed to
prenatal dexamethasone, which may contribute to the pathophysiology of
depressive-like behavior in adulthood.

PLACEBO RESPONSE IN ANALGESIC TREATMENT: EXPERIMENTAL
AND CLINICAL

K. Lundt, N. Finnerup!, L. Vase?, T.S. Jensen!

1Danish Pain Research Center, Aarhus University Hospital, 2Institute of
Psychology, Aarhus University

Background:

Medical treatment of neuropathic pain remains difficult, although
anticonvulsants, antidepressants and opioids have been shown to have some
effect. In recent years, however, large clinical trials have failed to
demonstrate effectiveness of analgesics on neuropathic pain, and one
explanation could be very large placebo responses. The effect size of a
treatment consists of an active component and a placebo component, and
the two components are considered to be additive. Recent studies suggest
that this might not be true.

Methods:

In a randomized, double-blind, placebo-controlled, crossover study with
oxcarbazepine of patients with peripheral neuropathic pain, we will test two
hypotheses: 1) High pain intensity and pain variability in the baseline period
and few prior analgesic treatments and side effects are associated with a
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larger placebo response. 2) High expectations and positive emotions and low
levels of anxiety, depressive thoughts, catastrophizing and the personality
trait neuroticism will produce a larger placebo response.

In an experimental study of healthy volunteers with experimental pain in
the masseter muscle induced by injections of hypertonic saline, two
hypotheses are also put forward: 1) The effect of an active treatment and a
placebo treatment is not additive. 2) High levels of suggestibility, absorption
and expectations of pain reduction will generate a large placebo effect. In
this study an open/hidden design will be used.

Purpose:

The aim of this PhD project is to find predictors of placebo responses in
patients with peripheral neuropathic pain and to estimate the size and
predictors of a placebo effect in healthy subjects.

NEUROLEPTIC MALIGNANT SYNDROME — AN ELEVEN YEAR
LONGITUDINAL CASE-CONTROL STUDY

R.E. Nielsen, J. Nielsen, S.O.W. Jensen

Unit for Psychiatric Research, Aalborg Psychiatric Hospital, Aarhus
University Hospital, Aalborg, Denmark

Neuroleptic malignant syndrome (NMS) is a rare and potentially fatal
disorder, with a not fully explained biological mechanism of action. NMS is
characterized by fever, parkinsonism, autonomic instability, mental status
alterations, leukocytosis and increased creatinine phosphokinase. To
investigate factors associated with NMS, we did a longitudinal register
linkage case-control study in Danish health care registers covering the
period 1996 — 2007 and identified among 224,372 patients diagnosed with
organic, psychotic, affective or neurotic diagnosis 83 cases of NMS,
equivalent to an occurrence of 0.04%. Second generation antipsychotics
treatment in the three months preceding admission increased NMS risk (OR
4.66 95%-CI: 1.96-11.10) as well as first generation (FGA) high potency (OR
23.41 95%-CI: 5.29-103.61), FGA mid potency (OR 4.81 95%-CI: 1.96-11.79),
and depot antipsychotic drugs (OR 4.53 95%-CI: 1.60-12.80).
Benzodiazepines (OR 3.43 95%-CI: 1.68-12.80) also increased the risk of
NMS. NMS was associated with an increased mortality HR 1.88 (1.19-2.98)
in cases compared with sex, age and diagnosis matched controls, but no
significant difference in mortality between cases and controls was observed
after the initial 30 days (p =0.266). The occurrence of NMS is low, and the
prediction of NMS is difficult. Previous treatment with FGAs, SGAs and
benzodiazepines were identified as risk factors for developing NMS. NMS
increased mortality within 30 days after NMS.

TOPICAL VALRUBICIN APPLICATION REDUCES TPA-INDUCED SKIN
INFLAMMATION IN A MURINE MODEL

E. Hauge!, H. Christiansen?, C. Rosada!, E. de Darké?, T.N. Dams, K.
Stenderup?

1Department of Dermatology, Aarhus University Hospital, 2Valderm ApS,
Lyngby, 3Department of Dermatology, Roskilde Hospital
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Valrubicin belongs to a family of cytostatic anthracyclines, where it excels by
its lack of toxicity by contact. Currently, it is approved solely for the
treatment of bladder cancer. The availability of a cream formulation has
provided the possibility for topical treatment of hyperproliferative skin
diseases. Previously, we have demonstrated that valrubicin treats psoriasis
in a xenograft transplantation model, and inhibits tumor development in a
skin carcinogenesis model. Psoriasis and non-melanoma skin cancer are
characterized by both keratinocyte hyperproliferation and inflammation. We
have demonstrated that valrubicin explicates its effect by decreasing
proliferation of keratinocytes; however, its effect on inflammation is still
unknown. The aim of the present study was to investigate the effects of
valrubicin on skin inflammation in vivo. For this purpose we employed the
12-O-tetradecanoylphorbol 13-acetate (TPA) induced irritant contact
dermatitis model, where valrubicin treatment was applied topically 30 min
post challenge. The inflammatory response was determined by ear thickness,
myeloperoxidase activity, and histology; mRNA and protein expression of
interleukin (IL)-1p and IL-6 was determined by qRT-PCR and ELISA.
Valrubicin significantly reduced the inflammatory response, as seen by
reduced ear edema and reduced number of infiltrating neutrophils. This was
paralleled by a decrease in expression of the inflammatory cytokines IL-13
and IL-6. The present data prove an anti-inflammatory effect of valrubicin,
and may suggest an interesting new role for valrubicin in other debilitating
inflammatory skin diseases.

ACUTE INOTROPIC EFFECTS OF ILOPROST IN THE PRESSURE
OVERLOADED, HYPERTROPHIC AND FAILING RIGHT HEART

S. Holmboe, A. Andersen, M.D. Vildbrad, J.M. Nielsen, J.E. Nielsen-Kudsk

Department of Cardiology - Research, Clinical Institute, Aarhus University
Hospital, Skejby, Denmark

Background: Right heart failure is the ultimate cause of death in patients
suffering from pulmonary artery hypertension (PAH). Prostacyclin is a
vasodilator known to improve right ventricular (RV) function in patients
with PAH. Whether this effect is secondary to its pulmonary vasodilatory
actions or a direct effect on the RV is still to be investigated.

Aim: We want to investigate the acute and direct effects of the prostacyclin
analogue iloprost in the pressure overloaded, hypertrophic and failing right
heart.

Methods: A dose-response experiment was carried out on rats in vivo and in
the isolated perfused heart to determine relevant treatment doses. Rats are
currently randomised to monocrotaline injection (60 mg/kg) (n=8), to
induce pulmonary endothelial growth and PAH, pulmonary trunk banding
(n=8), to induce isolated RV hypertrophy and —failure, or sham operation
(n=8). After RV hypertrophy and failure have been established, they are
treated intravenously with vehicle, iloprost 10 ng/kg/min or iloprost 100
ng/kg/min. The acute effects on the RV will be evaluated by MRI measuring
cardiac output and ejection fraction, pressure catheter measuring blood
pressure and RV pressure, and echocardiography measuring TAPSE as an
estimate of RV function.

Preliminary results: Dose-response studies showed no effect of iloprost on
TAPSE or RV pressures. There was an increase in coronary artery flow
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(baseline vs iloprostaooo pg/m1,13.95 £2.948 vs 15.70 +2.898, mL/min,
Pp<0.001) in the isolated perfused heart.

Perspectives: This study will investigate if the prostacyclin analogue iloprost
exerts direct functional/hemodynamic effects on the hypertrophic and
failing right rat heart.

SOLUBLE CD163, A MARKER OF ACTIVATED MACROPHAGES, AS A
PROGNOSTIC MARKER IN NON-ALCOHOLIC FATTY LIVER DISEASE

K. .Kazankov!, H.J. Moller2, B. Richelsen3, H. Gronbaek+

1Department of Medicine V, Aarhus University Hospital, Aarhus,
2Department of Clinical Biochemistry, Aarhus University Hospital, Aarhus,
3Department of Internal Medicine and endocrinology (MEA), 4Aarhus
University Hospital, Aarhus

Obesity is associated with non-alcoholic fatty liver disease (NAFLD) and
steatohepatitis (NASH) and liver macrophages are activated in obesity and
may play a central role in the development of NAFLD/ NASH. There is a
need to develop and validate simple, reproducible, non-invasive tests that
accurately distinguish NASH from NAFLD and determine disease stage and
grade, as at this point it can only be done by liver biopsy. An important
question is whether these biomarkers can be used to evaluate the effect of
intervention in the individual. If the macrophage marker sCD163 follows the
disease course and responds to effective treatment or life-style intervention,
sCD163 can be used to individually tailor the most efficient intervention.

We wish to study sCD163 levels in different Danish and international cohorts
of children and adults with NAFLD/NASH and examine associations with
parameters of the metabolic syndrome. Further, we want to study sCD163
during treatment of obesity and NAFLD/NASH (life-style intervention,
bariatric surgery etc.).

We expect to prove that sCD163 may be used as a biomarker in
NAFDL/NASH associated with more progressive diseases. Further, we
expect sCD163 to be a prognostic marker during intervention of
NAFLD/NASH and obesity.

CHRONIC REMOTE ISCHEMIC PRECONDITIONING

K. Pryds?, S. Rasalingam?, M.R. Schmidt:, H. Contractor2, R.K.
Kharbanda?, H.E. Botker?

Department of Cardiology, Aarhus University Hospital, 2Department of
Cardiovascular Medicine, University of Oxford

Background: Remote ischemic preconditioning (rIPC) is a well-described
and powerful method to achieve myocardial protection against ischemia-
reperfusion (I/R) injury. rIPC has a biphasic protective effect: the acute
protection wanes after several hours but protective effects return 24-72 h
later.

Objective: Our primary objective is to assess whether repeated episodes of
rIPC induces a distinct and durable protection against I/R injury and
compare this with first and second window preconditioning effects.
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Methods: The study is a randomised, single blinded parallel group study. 20
healthy volunteers are randomised to either a single episode of rIPC or daily
rIPC for 14 days. The changes in forearm endothelial function before and
after 20 min ischemia and 15 min reperfusion will be assessed on two
occasions by venous occlusion plethysmography.

The statistical analysis will be performed using student’s t-test, one-way
ANOVA and two-way repeated measurement (two-way ANOVA) with post
hoc multiple comparison test.

Conclusion: It is our intention to explore the various effects of these later
windows of rIPC in vivo.

Prospective: As ischemic episodes, i.e. AMI are unpredictable, daily rIPC,
should it be effective, would provide an attractive prophylactic strategy to
mitigate the harm from these acute conditions.

MOTIVATIONAL FACTORS: INFLUENCES MOTOR BEHAVIORAL
LEARNING

M. Kothart!, P. Svensson® 2, L. Baad-Hansen?

1Department of Clinical Oral Physiology, School of Dentistry, Aarhus
University, 2MIND Lab, Center of Functionally Integrative Neuroscience,
Aarhus University Hospital, Aarhus, Denmark

Objectives: The role of motivation in learning has not been systematically
examined in the tongue motor learning literature. We investigated the
influence of motivational factors and gender on the degree of improvement
of training success during complex tongue training paradigm using Tongue
Drive System (TDS). We also compared subject-based reports of fun, pain,
fatigue and motivation between groups.

Methods: 48 healthy subjects were randomized into three groups (16
subjects in each group). Each subject was asked to use a complex tongue
training paradigm (TDS) for 1 h. In 2/3 groups, a motivational factor was
introduced (monetary reward vs. self-practice) and the third group served as
a control. With TDS, the subjects were instructed to play a computer game
having control of the computer cursor through a magnet attached to the
tongue. Degree of motor learning (number of game points) was compared
between groups. Data were analyzed with ANOVAs.

Results: Performance improved during training in all groups from baseline
(P<0.001) with a significant difference between groups (P<0.008) and
between genders (P=0.002). The monetary reward group tended towards a
significantly higher success than in the control group (P=0.075) and the self-
practice group was significantly better than controls (P=0.039). There was
no significant difference between different groups in the subject-based
report of fun (P=0.772), pain (P=0.471), fatigue (P=0.962) and level of
motivation (P=0.437).

Conclusion: Introduction of motivational factors influenced behavioral
aspects of tongue motor learning. The influence of these paradigms on
tongue motor cortical plasticity needs further study.

DETECTION OF EPILEPTIC SEIZURES BY MEANS OF POWER



Jeppesen SPECTRUM ANALYSIS OF HEART RATE VARIABILITY: A PILOT STUDY

J. Jeppeseni, S. Beniczky?, A. Fuglsang-Frederiksens, P. Sidenius4, Y.
Jasemians

Faculty of Health Sciences, Department of Biomedical Engineering, Aarhus
University, Aarhus,, 2Department of Clinical Neurophysiology, Danish
Epilepsy Centre, Dianalund, Denmark, 3Department of Neurophysiology,
Aarhus University Hospital, Aarhus, Denmark, 4Department of Neurology,
Aarhus University Hospital, Aarhus, Denmark, sDepartment of Medical
Microbiology and Immunology, Aarhus University, Aarhus, Denmark

Objective: To investigate whether epileptic seizures could be predicted or
detected by means of spectral analysis of heart rate variability (HRV).

Methods: Six patients with temporal lobe epilepsy (4 females, 2 males)
participated in the prospective pilot study while enrolled for video/EEG
monitoring (24 h/day, 2—4 days). ECG was continuously recorded and 30
min seizure-sessions (25—30 min pre-seizure to 30 sec-5 min post-seizure
onset) and 30 min non-seizure-sessions (day- and night sessions for each
patient, as control) were chosen for further HRV-analysis. Low frequency
(LF) (0.04-0.15 Hz), High frequencies (HF) (0.15—-0.40 Hz), LF/HF,
LF/(LF+HF) and reciprocal HF-power was determined using continuous
FFT-spectral analysis of 64 R-R interval windowing with maximum
overlapping.

Results: Six seizures were recorded and analyzed from three patients (2
females, 1 male). All of the analyzed EEG-correlated seizures showed
reciprocal HF-power peaks between 10 sec pre seizure-onset and 24 sec post
seizure-onset with peak amplitudes 2.96—93.63 times higher than control
maximum peak. For the other parameters we could not find significant
difference between seizure and nonseizure sessions.

Conclusion: Specifically high reciprocal HF-power peaks suggest suppressed
parasympathetic activity just around seizure-onset time. Seizure detection
using HRV-analysis seems to be a promising method for non-invasive
seizure detection in the early phase of the clinical event (even preceding the
onset).

Keywords: Heart rate variability, seizure onset detection, temporal lope
epilepsy, FFT-spectral analysis, reciprocal HF-power.

P18.08 Nicoletta Nava ULTRASTRUCTURAL STUDY OF THE STRESSED GLUTAMATERGIC-
SYNAPSE

N. Nava* 2, M. Popolis, G. Wegenerz, J.R. Nyengaard!

1Stereology and Electron Microscopy Laboratory, Danish Neuroscience
Centre, Aarhus University Hospital, Denmark, 2Center for Psychiatric
Research, Aarhus University, Aarhus, Denmark, 3Center of
Neuropharmacology, Department of Pharmacological Sciences, University of
Milano, Italy

Abnormal function of the glutamatergic system has been implicated in the
pathophysiology of many stress-related disorders, such as depression,
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schizophrenia and anxiety. Nevertheless, the mechanisms whereby
behavioral stress affects glutamatergic trasmission are only starting to be
elucidated. In a previous study, acute footshock (FS)-stress was found to
induce a marked increase of glutamate trasmission from prefrontal/frontal
cortex (P/FC) synaptosomes, which was completely prevented by chronic
antidepressants (ADs). Moreover, FS-stress induced increase of glutamate
release was found dependent on the activation of the glucocorticoid receptor.
At the molecular level, FS-stress induced accumulation of SNARE complexes
in presynaptic membranes. Patch-clamp recordings of P/FC pyramidal
neurons revealed that FS-stress induced an increase in glutamate release,
completely prevented by chronic desipramine (DMI) [1]. The aim of the
present study was to evaluate if FS-stress induced increase in glutamate
release is correlated with an increase in the number of vesicles anchored to
the presynaptic membrane, thus affecting the distribution of vesicles among
different presynaptic pools. Therefore, through the use of stereological
methods, we performed the following experiment: (1) Analysis of the
ultrastructure of asymmetric synapses and of the number of vesicles docked
to the presynaptic membranes with electron microscopy, in medial PFC
(mPFC); (2) Evaluation of the volumetric modifications with light
microscopy in mPFC.

[1] Musazzi et al., PLoS One. 2010 Jan 5;5(1): €8566

ACCURATE AND FAST PERFUSION LESION SEGMENTATION TOOL
FOR CLINICAL SETTINGS

K. Nagenthiraja, L. Ribe, L. Ostergaard, K. Mouridsen
CFIN

Background: The mismatch between perfusion-weighted imaging (PWI) and
diffusion-weighted imaging (DWI) is used as selection criteria for
thrombolytic therapy. The DWI lesion represents the ischemic core while
PWI lesion represents the region of hypo-perfused voxels but still viable if
perfusion is restored timely. In this paper (part I) we present a novel
algorithm for automatic PWI lesion segmentation on time-to-peak maps
(TTP).

Methods: PWI lesions on TTP maps can have indistinguishable boundaries
and the lesion can appear scattered due to inherent noise, hence we sought
for initial coherent PWI lesions by threshold (> 4 seconds) and adjusted the
lesion boundaries to be smooth, closed curve minimizing mean squared
errors between image TTP values and the respective mean values in the
hypo- and normoperfused regions. Automatically generated lesion masks
were compared with manual delineations provided by four experts in 168
acute stroke patients. Results: For the novel algorithm the overall volumetric
correlation was 0.92, the DC was 0.72 (0.46-0.80), the sensitivity was 76%
(61-85%) and the specificity was 97 (93-99%). Median processing time was
3.4 seconds (1.9-4.9) per patient.

Conclusions: We present a time efficient algorithm for automatically
delineating perfusion lesions in TTP maps. We demonstrate good agreement
between this algorithm and expert consensus lesion volumes. We speculate
that extending this methodology to automatic DWI segmentation will
provide a clinically useful framework for rapid and reproducible
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quantification of the volume of salvageable tissue in acute stroke.

DICYSTEINE CROSSLINKING IN THE HUMAN SEROTONIN
TRANSPORTER

H. Bjerregaard, K. Severinsent, P. Soderhielmz2, A.S. Kristensenz, O.
Wiborg?, S. Sinning?

1Centre for Psychiatric Research, Aarhus University, Aarhus University
Hospital, Risskov, 2Department of Medical Chemistry, University of
Copenhagen

The human serotonin transporter (hSERT) actively regulates the
concentration of serotonin in the synaptic cleft by mediating reuptake of
serotonin. hSERT is a molecular target for drugs used to treat affective
disorders such as depression.

Conformational changes of hSERT occur during substrate and ligand
binding and during translocation of serotonin. During the transport cycle,
hSERT shifts from an outward facing conformation to an occluded state
ending in an inward facing conformation.

A bound ligand induces a given conformation on hSERT and vice versa; the
conformation of hSERT has profound implications on ligand characteristics.

The interplay between ligand binding, transport, and hSERT conformation
is not fully understood. This interplay can be studied by analyzing the
reactivity of introduced cysteines directed by the structure of LeuT and our
homology model of hSERT. Furthermore, the effect of locked conformations
established by cysteine crosslinking on ligand binding kinetics can reveal
important aspects about the impact of protein conformations on ligand
binding.

We here characterize a battery of introduced extracellular cysteines and
their