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Introduction
Pr. Jean-Louis Carpentier, Doyen de la Faculté de médecine de I'Université de Genéve

Présentations orales — Partie | (9 minutes de présentation, suivie de 3 minutes de discussion)
Modérateur: Pr. Bernard Hirschel, Directeur du Centre de recherche clinique

Mme L. Allet: The gait and balance of patients with diabetes can be improved: a
randomised controlled trial

Pre C. Bouchardy: Risk of second breast cancer according to estrogen receptor status
and family history

Dre S. Carnesecchi: A key role for NOX4 in epithelial cell death during development of lung
fibrosis

Dr P. Gervaz: A prospective, randomized, single-blind comparison of laparoscopic
versus open sigmoid colectomy for diverticulitis

Dr |. Guessous: Health care renunciation for economic reasons in Switzerland

Dre Albane Maggio : Long-term follow-up of cardiovascular risk factors after exercise
training in obese children

Visite des posters et vote du public du meilleur poster
Café et douceurs a disposition

Présentations orales — Partie Il

Modérateur: Pr. Osman Ratib, Chef du département d'imagerie et des sciences de I'information
médicale

Dre B. MartinezTejada: Intrapartum group B streptococcus detection by rapid polymerase
chain reaction assay for the prevention of neonatal sepsis

Dre A. Quercioli: Elevated endocannabinoid plasma levels are associated with coronary
circulatory dysfunction in obesity

Dr F. Ris: Islet autotransplantation after extended pancreatectomy for focal
benign disease of the pancreas

Pre. C.-A. Siegrist:  Influence de I'dge, de la maladie et de I'immunosuppression sur la
sécurité et 'immunogénicité des vaccins contre la grippe A/H1IN1/09 :
étude transversale aux HUG

Dr N. Vuilleumier: Anti-apolipoprotein  A-1 1gG as an independent cardiovascular
prognostic marker affecting basal heart rate in myocardial infarction

Dr S. Vulliemoz: Localisation of focal epileptic activity with EEG-fMRI

Conférence par Monsieur Bernard Pécoul , MD, MPH, directeur exécutif de DNDiI
Drugs for Neglected Diseases initiative :

De la molécule au médicament : un modele innovant de recherche et développement
contre les maladies négligées.

Remise des Prix de la présentation orale et du poster par le Pr Pierre Dayer,
Directeur médical et qualité

Cléture de la journée par M. Bernard Gruson, Président du comité de direction des
HUG

18h20 Apéritif
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MOT DE BIENVENUE

Cher(e) Collegue,

La Journée de la recherche clinique est dorénavant bien établie dans le programme des
manifestations de notre institution : elle a lieu un jeudi du mois de mai et reflete I'activité de
recherche par lintermédiaire des contributions soumises. L’édition 2011 est particulierement
prometteuse : En comparaison avec les 50 & 60 contributions des années précédentes, nous en
avons recu 91 cette année !

Un jury dirigé par le Pr Th. Berney a choisi, parmi les 91, douze résumés qui seront présentés
oralement. Un Prix rétribuera le meilleur travail parmi les présentations orales. Mais ce n’est pas
seulement le Jury du Prix qui peut voter mais également vous, le public, qui choisirez le meilleur
poster. Pour que votre choix soit informé, les auteurs des posters seront tous présents pendant la

visite entre 15h00 et 16h15 et répondront a vos questions.

Les présentations orales seront suivies par la Conférence du Docteur Bernard Pécoul, directeur de
DNDi (Drugs for Neglected Diseases initiative) :

De la molécule au médicament : un modéle innovantd e recherche et développement contre

les maladies négligées

DNDi est une organisation de recherche indépendante, a but non lucratif, basée a Genéve, ayant
pour objectif le développement de médicaments a potentiel commercial limité. Fondée en 2003,
elle emploie 30 personnes a Genéve et environ 400 dans divers pays en voie de développement.
Elle a déja a son actif la mise a disposition de plusieurs médicaments, notamment contre le

paludisme et la leishmaniose.

Je me réjouis de vous voir nombreux le 19 mai 2011 !

< irsolel

Directeur du Centre de recherche clinique
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INFORMATION GENERALE

Qui participe?

Tous les chercheurs des HUG et de la Faculté de médecine ayant terminé récemment un
projet de recherche clinique dont les résultats sont directement applicables aux soins ou aux
patients.

91 recherches provenant de services trés variés ont été soumises pour cette quatrieme édition.
Le jury:

Pr Thierry Berney, chirurgie (Président)

Pr Jacques Cornuz, pour le CHUV

Pr Claudine Burton-Jeangros, pour I'Université de Geneve, section de sociologie
Pr Antoine Hadengue, gastro-entérologie

Pr Gilles Bertschy, psychiatrie

Pr Jean-Paul Vallée, radiologie

Pr Michel Boulvain, gynécologie-obstétrique

Dr Patrice Lalive d’Epinay, neurosciences

Le jury a sélectionné les recherches présentées par oral et a désigné I'équipe de recherche

lauréate du Prix.

Le Prix de la recherche clinique :

Un dipléme ainsi qu’une somme de CHF 1'000.- sont décernés aux auteurs.
Le Prix du meilleur poster :

Un prix sera attribué au meilleur poster assorti d'une somme de 1'000.- francs, décerné par vote
du public.

Pour toute information sur la Journée de la recherche clinique:
corinne.chaudet@hcuge.ch, tél. 022 372 98 08 / 91 34
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THE GAIT AND BALANCE OF PATIENTS WITH DIABETES CAN BE IMPROVED: A
RANDOMISED CONTROLLED TRIAL
Lara Allet *°, Stéphane Armand§, Rob de Bie®, Alain Golayf, Do minique Monnin*, Kamiar Aminiantt,

Baart Staal Eling de Bruin#

Care Services Directorate, Unit of Physiotherapy Research and Quality Assurance, Geneva University Hospital and University
of Geneva, Geneva, Switzerland*° Department of Epid emiology, Maastricht University and Caphri Research School, Maastricht,
the Netherlands® Willy Taillard Laboratory of Kinesiology, Geneva University Hospital and University of Geneva,Geneva,
Switzerland§ Service of Therapeutic Education for Chronic Diseases, WHO Collaborating Center, Geneva University Hospital
and University of Geneva,Geneva, Switzerlandt Laboratory of Movement Analysis and Measurement, EPFL, Lausanne,
Switzerland$# Institute of Human Movement Sciences and Sport, ETH, Zurich, Switzerland#

Introduction : Gait characteristics and balance are altered in diabetic patients. Little is known about
possible treatment strategies. This study evaluates the effect of a specific training programme on gait and
balance of diabetic patients.

Méthode : This was a randomised controlled trial (n=71) with an intervention (n=35) and control group
(n=36). The intervention consisted of physiotherapeutic group training including gait and balance exercises
with function orientated strengthening (twice weekly over 12 weeks). Controls received no treatment.
Individuals were allocated to the groups in a central office. Gait, balance, fear of falls, muscle strength and
joint mobility were measured at baseline, after intervention and at 6-month follow-up.

Résultat : After training, the intervention group increased habitual walking speed by 0.149 m/s (p<0.001)
compared with the control group. Patients in the intervention group also significantly improved their balance
(time to walk over a beam, balance index recorded on Biodex balance system), their performance-oriented
mobility, their degree of concern about falling, their hip and ankle plantar flexor strength, and their hip
flexion mobility compared with the control group. After 6 months, all these variables remained significant
except for the Biodex sway index and ankle plantar flexor strength. Two patients developed pain in their
Achilles tendon: the progression for two related exercises was slowed down.

Conclusion : Specific training can improve gait speed, balance, muscle strength and joint mobility in
diabetic patients. Further studies are needed to explore the influence of these improvements on the number
of reported falls, patients’ physical activity levels and quality of life.

RISK OF SECOND BREAST CANCER ACCORDING TO ESTROGEN RECEPTOR STATUS AND
FAMILY HISTORY

Christine Bouchardy < Simone Benhamou ¢ Gérald Fioretta « Helena M. Verkooijen ¢ Pierre O.
Chappuis ¢ Isabelle Neyroud-Caspar ¢« Monica Castiglione ¢ Vincent Vinh-Hung ¢ Georges Vlastos e
Elisabetta Rapiti

Le Registre genevois des tumeurs (Faculté de médecine / Département de santé et médecine communautaire)

Introduction : A recent study reported an increased risk of contralateral estrogen-negative breast
cancer after a first primary estrogen-negative breast cancer. Our study aims to confirm this result and
to evaluate how the risk of second breast cancer occurrence is affected by family history of breast
cancer and anti-estrogen treatment.

Méthode : We included all 4,152 women diagnosed with breast cancer between 1995 and 2007, using
data from the population-based Geneva Cancer Registry. We compared the incidence of second
breast cancer among patients according to estrogen receptor (ER) status with that expected in the
general population by age-period Standardized Incidence Ratios (SIRS).

Résultats : Among the cohort, 63 women developed second breast cancer. Patients with ER-positive
first tumors had a decreased risk of second breast cancer occurrence (SIR: 0.67, 95% CI:0.48-0.90),
whereas patients with ER-negative primary tumors had an increased risk (SIR: 1.98, 95% CI: 1.19—
3.09)limited to ER-negative second tumors (SIR: 7.94, 95% CI:3.81-14.60). Patients with positive
family history had a tenfold (SIR: 9.74, 95% CI: 3.57-21.12) higher risk of ERnegative second tumor
which increased to nearly 50-fold(SIR: 46.18, 95% CI: 12.58-118.22) when the first tumor was ER-
negative.

Conclusion : Treatment with anti-estrogen decreased the risk of second ER-positive tumors but not
ER-negative tumors. The risk of second ER-negative breast cancer is very high after a first ER-
negative tumor, in particular among women with strong family history. Surveillance and prevention of
second cancer occurrence should consider both ER status of the first tumor and family history.
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A KEY ROLE FOR NOX4 IN EPITHELIAL CELL DEATH DURING DEVELOPMENT

Stephanie Carnesecchi , Christine Deffert, Yves Donati, Olivier Basset, Boris Hinz, Olivier Preynat-
Seauve, Cecile Guichard, Jack L. Arbiser, Botond Banfi, Jean-Claude Pache, Constance Barazzone-
Argiroffo* & Karl-Heinz Krause*

Departement de Pediatrie, Pathologie/Immunologie

Introduction : The pathogenesis of pulmonary fibrosis is linked to oxidative stress, possibly generated
by the ROS generating NADPH oxidase NOX4. Epithelial cell death is a crucial early step in the
development of the disease, followed only later by the fibrotic stage.

Méthode : To study expression of NOX4 in humans, we have performed immunohistochemistry with a
NOX4 antibody in sections of IPF and of healthy lungs. To demonstrate a possible causative role of
NOX4 in the epithelial cell death in lung fibrosis, we have generated NOX4-deficient mice and studied
them in bleomycin model.

Résultats : We discovered a novel role for NOX4 in death of alveolar epithelial cells. We showed that
NOX4 was highly expressed in hyperplastic alveolar type Il cells in IPF patients. We also
demonstrated that NOX4-deficient mice are protected from bleomycin-induced pulmonary fibrosis
through modulation of epithelial cell death in vivo. Indeed, at day 7 after bleomycin, lungs of wild-type
mice showed massive increase in epithelial cell apoptosis and inflammation. In NOX4 deficient mice,
no increase in apoptosis was observed, whereas inflammation was comparable to wild-type. In vitro,
NOX4-deficient primary alveolar epithelial cells exposed to TGF-B1 did not generate ROS and were
protected from apoptosis. Acute treatment with the NOX inhibitors also blunted TGF-B1-induced
apoptosis

Conclusion : Finally, we demonstrated that ROS generation by NOX4 is a key player in epithelial cell
death leading to pulmonary fibrosis

A PROSPECTIVE, RANDOMISED, SINGLE-BLIND COMPARISON OF LAPAROSCOPIC VERSUS
OPEN SIGMOID COLECTOMY FOR DIVERTICULITIS

Pascal Gervaz MD*, lhsan Inan MD*, Thomas Perneger MD*, Eduardo Schiffer MD§, Philippe Morel
MD

Chirurgie et Anesthésie, HUG

Introduction : The aim of this study was to compare open and laparoscopic sigmoid resection for
diverticulitis with the patient and the nursing staff blinded to the surgical approach.

Méthode : 113 patients scheduled for an elective sigmoidectomy were randomised to receive either a
traditional open (54 patients) or a laparoscopic (59 patients) approach. Postoperatively, an opaque
wound dressing was applied and left in place for 4 days, and patients from both groups were managed
similarly. The primary endpoints for analysis were; 1) postoperative pain; 2) duration of postoperative
ileus; and 3) duration of hospital stay (ClinicalTrials.gov, number NCT 00453830).

Résultats : The median duration of procedure was 165 minutes (range 90-285) in the laparoscopy
group and 110 minutes (range 70-210) in the open group (p<0.0001). The median delay between
surgery and first bowel movement was 76 (range 31-163) hours in the laparoscopy group versus 105
(range 53-175) hours in the open group (p<0.0001). The median score for maximal pain (assessed by
a Visual Analog Scale) was 4 (range 1-10) the laparoscopy group and 5 (range 1-10) in the open
group (p=0.05). Finally, the median duration of hospital stay was 5 days [range 4-69] in the
laparoscopy group versus 7 days (range 5-17) in the open group (p<0.0001).

Conclusion : Laparoscopic sigmoid resection is associated with a 30% reduction in duration of
postoperative ileus and hospital stay; by comparison, benefits in terms of postoperative pain appear
less impressive, when the patient is blinded to the surgical technique.
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HEALTH CARE RENUNCIATION FOR ECONOMIC REASONS IN SW ITZERLAND
Hans Wolff, Jean-Michel Gaspoz, Idris Guessous
Service de Médecine de premier recours

Introduction : Most societies elaborate ways to contain increasing health care expenditures. In
Switzerland out of pocket payments and cuts in the catalogue of reimbursed services are used as
cost-containment measures. The aims of the study were to estimate the extent of health care
renunciation for economic reasons and to identify associated factors.

Méthode : A population-based cross-sectional survey (2008—-2009) of a representative sample in the
Canton of Geneva, Switzerland. Health care underuse, income level categories (13\'000), education,
occupation, insurance status and cardiovascular comorbidities were collected using self-rated
guestionnaires.

Résultats : 765 men and 814 women aged 35-74 years participated. 14.5% (229/1579) (95%ClI 12.7-
16.2) renounced health care for economic reasons. Among those who renounced (N = 229), 74%
renounced dental care, 37% physician consultation (22% specialist, 15% general practitioner), 26%
health devices, 13% medication, and 5% surgery. Income was negatively correlated with
renouncement (r = —-0.18, p <.0001). Each decrease in income level category provided a 48%
increased risk of renouncing health care for economic reasons (OR 1.48, 1.31-1.65). This association
remained when dental care was excluded from the definition of health care renunciation.

Conclusion : In a region of Switzerland with a high cost of living, such as Geneva, socioeconomic
status may influence the use of the health care system, and renunciation for economic reasons was
not uncommon. More than 30% of the lowest income group renounced health care for economical
reasons in the previous year. Health care underuse and renunciation may worsen the health status of
a substantial part of society.

LONG-TERM FOLLOW-UP OF CARDIOVASCULAR RISK FACTORS AFTER EXERCISE
TRAINING IN OBESE CHILDREN

Albane B.R. Maggio , Yacine Aggoun, Xavier E. Martin, Laetitia M. Marchand, Maurice Beghetti,
Nathalie J. Farpour-Lambert.

Pediatric Cardiology Unit, Department of Child and Adolescent, University Hospitals of Geneva and University of
Geneva

Introduction : We previously demonstrated beneficial effects of physical activity on cardiovascular
disease (CVD) risk factors, body mass index (BMI) and fat mass in pre-pubescent obese children. The
aim of this study was to determine whether these changes were maintained 2 years later.

Méthode : Two years after the RCT, we performed a follow-up study with 20 of 38 subjects (11.4+1.8
years). Outcomes included BP by ambulatory monitoring; arterial function and structure using high-
resolution ultrasound, BMI, body composition by dual-energy x-ray absorptiometry (DXA), physical
activity using accelerometer, and biological markers.

Résultats : During the 2-year follow-up period, mean 24-hour diastolic BP z-score significantly
decreased (1.4+1.2 vs. 0.31£1.4, p=.04), while systolic BP z-score was slightly reduced (2.4£1.5 vs.
1.4+1.7, p=.067). Blood pressure changes was greater in children who diminished their BMI z-score
compared to the ones who did not. Systolic hypertension rates dropped from 50 to 28% and diastolic
hypertension from 42 to 6%. In addition, arterial intima-media thickness (0.51+0.03 vs. 0.51+0.06,
p=.004), BMI z-score (2.9+£0.8 vs. 2.9+1.1 kg.cm-2, p=.27), body fat (41.9+6.9 vs. 42.846.7 %; p=.39)
and physical activity count (703£209 vs. 5741244 cpm, p=.30) were stable.

Conclusion : To our knowledge, this is the first study reporting that beneficial effects on adiposity and
CVD risk factors of a physical activity centred intervention are sustained 2 years after the cessation of
training in obese children. Subjects stabilized BMI z-score and maintained physic al activity with
further improvement of BP and stabilization of arterial wall remodelling. We conclude that it is
important to encourage physical activity in this population.
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INTRAPARTUM GROUP B STREPTOCOCCUS DETECTION BY RAPID POLYMERASE CHAIN
REACTION ASSAY FOR THE PREVENTION OF NEONATAL SEPSI S

Intrapartum Group B Streptococcus Detection by Rapid Polymerase Chain Reaction Assay for the
Prevention of Neonatal Sepsis Begofia Martinez de Tejada , Riccardo E. Pfister, Gesuele Renzi,
Patrice Francois, Olivier Irion, Michel Boulvain, Jacques Schrenzel

Department of Gynecology and Obstetrics, Department of Pediatrics, Department of Genetics and Laboratory
Medicine, and Department of Internal Medicine of the University Hospitals of Geneva and Faculty of Medicine,
University of Geneva, Switzerland

Introduction : Group B streptococcus (GBS) is a leading cause of infectious neonatal morbidity and
mortality. Timely and accurate identification of colonized mothers is imperative to implement
antibioprophylaxis during labor to reduce the risk of neonatal sepsis. We planned our study to analyze
the diagnostic accuracy of an intrapartum PCR assay to identify GBS colonized women and to allow
the implementation of correct (i.e. at least 4 hours) intrapartum antibiotic prophylaxis based on the
PCR results.

Méthode : We included 695 women in labor who were tested for rectovaginal GBS carriage by culture
and PCR. PCR were immediatly processed by the midwife. Women were also screened at 35-37
weeks of gestation following current recommendations.

Résultats : Intrapartum GBS colonization was 19.3%. Assay sensitivity was 81.0% for antenatal
culture and 85.0% for intrapartum PCR; P = .72. GBS colonization (n=107) was known at least 4 hours
before delivery in 68 (64%) and 73 (68%) women based on antenatal culture and intrapartum PCR,
respectively. Among 43 women delivering preterm, correct status was known at least 4 hours before
delivery in 10 (23%) and 32 (74%) women according to antenatal culture and intrapartum PCR,
respectively.

Conclusion : These results support the concept that GBS screening can be performed routinely during
labor in a clinical setting. The intrapartum approach is at least as accurate as the antenatal screening
with the additional advantage of identifying women delivering preterm or not followed during
pregnancy.

ELEVATED ENDOCANNABINOID PLASMA LEVELS ARE ASSOCIAT ED WITH CORONARY
CIRCULATORY DYSFUNCTION IN OBESITY

Alessandra Quercioli , Zoltan Pataky, Gabriella Vincenti, Vincent Makoundou, Vincenzo Di
Marzo,Fabrizio Montecucco, Sebastian Carballo, Aure lien Thomas,Christian Staub, Sabine Steffens,
Yann Seimbille, Alain Golay, Osman Ratib,Elisabetta Harsch, Francois Mach, and Thomas H.
Schindler

Service de Cardiologie, Service de Medecine Nucleaire, Service des Maladies Chroniques.

Introduction : We aimed to evaluate a possible association between endocannabinoid (EC) plasma levels,
such as anandamide (AEA) and 2-arachidonoylglycerol (2-AG), and coronary circulatory function in obesity
Méthode : Myocardial blood flow (MBF) re! sponses to cold pressor test (CPT) and during pharmacologic
vasodilation with dipyridamole were measured with 13N-ammonia PET/CT.

Résultats : Study participants (n=77) were divided into three groups based on their body mass index (BMI,
kg/m2): control group 20< BMI <25 (n=21); overweight group, 25 BMI<30 (n=26); and obese group,
BMI=30 (n=30). Median of AEA but not of 2-AG plasma levels was significantly elevated in obesity as
compared to controls, respectively [0.68 (0.53, 0.78) vs. 0.56 (0.47, 0.66) ng/ml, p=0.020, and 2.2 (1.21,
4.59) vs. 2.0 (0.80, 5.90) ng/ml, p=0.806)]. The endothelium-related change in MBF during CPT from rest
(AMBF) progressively declined in overweight and obese as compared to control group [0.21 (0.10, 0.27)
and 0.09 (-0.01, 0.15) vs. 0.26 (0.23, 0.39) ml/g/min; p=0.010 and p=0.0001, respectively). Compared with
controls, hyperemic MBFs were significantly lower in overweight and obese individuals (! 2.39 (1.97, 2.62)
vs. 1.98 (1.69,2.26) and 2.10 (1.76, 2.36), ! p=0.007 and p=0.042, respectively)] . In obese individuals, AEA
and 2-AG plasma levels were inversely correlated with AMBF to CPT (r=-0.37, p=0.046 and r=-0.48,
p=0.008) and hyperemic MBFs (r=-0.38, p=0.052 and r=-0.45, p=0.017), respectively.

Conclusion : Increased EC plasma levels of AEA and 2-AG are associated with coronary circulatory
dysfunction in obese individuals. This observation might suggest increases in EC plasma levels as a novel
endogenous cardiovascular risk factor in obesity, but needing further investigations.
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ISLET AUTOTRANSPLANTATION AFTER EXTENDED PANCREATEC TOMY FOR FOCAL
BENIGN DISEASE OF THE PANCREAS

Frédéric Ris , Nadja Niclauss, Philippe Morel, Sandrine Demuylder-Mischler, Yannick Muller, Raphael
Meier, Muriel Genevay, Domenico Bosco and Thierry Berney

Service de Chirurgie Viscérale et de Transplantation, HUG, Geneve

Introduction : Extended pancreatectomy is associated with the risk of surgical diabetes. Islet
autotransplantation is successful in the prevention of diabetes after pancreas resection for chronic
pancreatitis(CP), with insulin independence rates of 50% at 1 year. The aim of the present study is to
demonstrate the safety and efficiency of islet autotransplantation after extended left pancreatectomy
for benign disease.

Méthode : Between 1992 and 2009, 25 patients underwent extended pancreatectomy and islet
autotransplantation for benign disease. Of these, 15 patients were operated for focal lesions located at
the neck of the pancreas (14 benign tumors, 1 traumatic pancreatic section), the remainder being CP
cases. After unequivocal diagnosis of benignity, the rest of the pancreas was processed and infused
into the portal vein. Metabolic results were analyzed and isolation results were compared with those
obtained from CP patients or donors with brain death (DBD).

Résultats : There was no mortality and a low morbidity (Str. mitis bacteremia in 1 patient), no portal
thrombosis or pancreatic fistula occurred. Median follow-up was 90 months. Actuarial patient survival
was 100% at 10 years. Actuarial insulin-independence was 94% at 10 years. All patients had positive
basal and stimulated C-peptide levels and normal HbAlc. Mean islet yields were 5455 |IEQ/gram vs
1’457 in CP (p=0.001) and 3'738 in DBD (p=0.003).

Conclusion : Islet autotransplantation after extensive pancreatic resection for benign disease is a safe
and successful procedure. Islet yields after isolation, which are equivalent to the live donor situation,
are significantly better than those from DBD donors.

INFLUENCE DE L’AGE, DE LA MALADIE ET DE L'IMMUNOSUP PRESSION SUR LA SECURITE
ET LIMMUNOGENICITE DES VACCINS CONTRE LA GRIPPE A/HIN1/09 : ETUDE
TRANSVERSALE AUX HUG.

C.A. Siegrist , M. Bel, S. Meier, K. Posfay-Barbe; L. Kaiser, W. Wunderli, S. Yerly, Y. Thomas; J. Desmeules, C.
Combescure ; C. Gabay, P.A. Guerne, C. Ribi, J. Seebach, J. Villard ; P.Y. Dietrich, A.C. George, E. Roosnek, B.
Mohty, M. Nagy; A. Calmy, A. Nguyen, B. Hirschel, J. Ambrosioni ; C. van Delden, K. Hadaya, P.Y. Martin, P.
Soccal, T. Berney, S. Noble.

Centre de Vaccinologie et Plateforme de recherche clinique pédiatrique; Laboratoire Central de Virologie; Centre
de Recherche Clinique; Services de Rhumatologie et d'Immunologie et Allergologie; Services d'oncologie et
d’hématologie; Service des maladies infectieuses; Services de transplantation, néphrologie, chirurgie thoracique,
chirurgie viscérale, cardiologie.

Introduction : La crainte d’'une pandémie grippale sévere a conduit a utiliser de nouveaux vaccins adjuvantés
chez des patients immunocompromis. Une étude transversale multi-cohorte a analysé la tolérance et les
réponses vaccinales de nos patients.

Méthode 760 patients (rhumatologie: 173, VIH: 121, cancer: 192, transplantation de moelle allogénique (65) ou
d’'organe (216)),138 contrbles et 83 enfants ont été inclus! et suivis jusqu’a 4 semaines aprés 1 (contréle) ou 2
(patients) doses de Pandemrix®. Les effets secondaires, les biomarqueurs d’activité des maladies de base et les
taux d’anticorps ont été mesurés.

Résultats : Les réactions inflammatoires sont plus fréquentes chez les contréles (88%) que les patients (73% -
81%) — sauf en rhumatologie (91%). L’age diminue les réactions inflammatoires (OR par 10 ans : 0.7, 95%CI 0.6-
0.7) mais aussi les réponses anticorps (-31% par 10 ans). Les scores d'activités et biomarqueurs sont restés
inchangés - mais la vaccination a induit des anticorps anti-HLA chez 15% des greffés rénaux séronégatifs et une
augmentation de virémie VIH chez 58% des patients avirémiques. Deux doses de vaccin ont permis a la plupart
des patients — sauf parmi les greffés - d’atteindre les mémes taux d’anticorps que les controles. Chez I'enfant
immunocompétent, une dose de vaccin a induit les mémes réponses que chez 60 enfants convalescents. Les
analyses multivariées ont identifié pour chaque cohorte les! facteur s déterminants de 'immunogénicité vaccinale.
Conclusion : La recherche clinique transversale est possible aux HUG méme en temps de crise (pandémie),
notamment avec I'appui du Centre de Recherche Clinique.
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ANTI-APOLIPOPROTEIN A-1 IGG AS AN INDEPENDENT CARDIOVASCULA R PROGNOSTIC MARKER
AFFECTING BASAL HEART RATE IN MYOCARDIAL INFARCTION

Nicolas Vuilleumier 1, Michel F. Rossier 1,2, Sabrina Pagano 1, Magaly Python 2,Emmanuel Charbonney 3,
Rene Nkoulou 4, Richard James 2, Guido Reber 5, Francois Mach 4, and Pascale Roux-Lombard 6

1 Service of Laboratory Medicine, Department of Genetics and Laboratory Medicine, Geneva University Hospitals, 6 rue
Gabrielle Perret-Gentil, 1211 Geneva 14, Switzerland; 2 Service of Endocrinology, Diabetology and Nutrition, Department of
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Introduction:  Anti-apoA-1 IgG have been reported in Ml without autoimmune disease, but their clinical
significance remains undetermined.Therefore, we assess the prognostic value of anti-apolipoprotein A-1 (anti-
apoA-1) IgG after myocardial infarction (MI) and its association with major cardiovascular events (MACEs) at 12
months, and we determined their association with resting heart rate (RHR), a well-established prognostic feature
after Ml.

Méthode : A total of 221 consecutive patients with Ml were prospectively included, and all completed a 12-month
follow-up. Major cardiovascular events consisted in death, MI, stroke, or hospitalization either for an acute
coronary syndrome or heart failure. Resting heart rate was obtained on Holter the day before discharge under the
same medical treatment. Neonate rat ventricular cardiomyocytes (NRVC) were used in vitro to assess the direct
anti-apoA-1 IgG effect on RHR.

Résultats: During follow-up, 13% of patients presented a MACE. Anti-apoA-1 IgG positivity was 9% and was
associated with a higher RHR (P % 0.0005) and higher MACE rate (adjusted OR, 4.3; 95% CI, 1.46-12.6; P ¥4
0.007). Survival models confirmed the significant nature of this association. Patients with MACE had higher
median anti-apoA-1 IgG values at admission than patients without (P %2 0.007). On NRVC, plasma from Ml
patients and monoclonal anti-apoA-1 IgG induced an aldosterone and dose-dependent positive chronotropic
effect, abrogated by apoA-1 and therapeutic immunoglobulin (IVIG) pre-incubation

Conclusion : In MI patients, anti-apoA-1 1gG is independently associated with MACE at 1-year, interfering with a
currently unknown aldosterone-dependent RHR determinant. Knowing whether anti-apoA-1 1gG assessment
could be of interest to identify an MI patient subset susceptible to benefit from apoA-1/IVIG therapy remains to be
demonstrated.
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Introduction : In patients with medically refractory focal epilepsy who are candidates for epilepsy surgery,
concordant findings from non-invasive multimodal imaging are needed to localise the epileptic focus and guide
intracranial EEG recording and/or resective surgery. Simultaneous EEG-fMRI can map focal haemodynamic
(BOLD signal) changes related to interictal epileptiform discharges (IED) detected on the EEG and helps to
localise the epileptic focus. However, EEG-fMRI studies are negative in 40-70% of cases due to a lack of IED or
absence of significant correlated BOLD changes. Here, we used EEG topographic features of the epileptic activity
derived from long term clinical EEG monitoring (LTM) to inform EEG-fMRI analysis.

Méthode : After building the voltage map of averaged IED recorded during LTM, we calculated the timecourse of
the correlation of this map with the intra-MR EEG topography. This timecourse was used as a regressor for fMRI
analysis in a General Linear Model. In all cases, results were validated by concordance with the target area
defined as seizure onset zone on intracranial recordings and/or resection zone in post-operatively seizure free
patients. Concordance was labelled as good (maximal statistical BOLD change (p<0.001 uncorrected) or any
corrected BOLD change (family-wise error correction p<0.05) located <15mm from the target area) or moderate
(non-maximal uncorrected BOLD change <15mm from the target area).

Résultats : In 5/5 patients with IED-re! lated BOLD change on conventional analysis, concordant with th! e seizur
e onset zone, the topographic analysis gave similar concordant results. In 14/18 (78%) patients with absent BOLD
changes on conventional analysis, the topographic method showed good concordance (N=10) or moderate
concordance (N=4) with intracranial EEG or resection area in post-operative seizure-free patients. All cases with
lateral temporal or extratemporal lobe epilepsy showed concordance.

Conclusion : Pathological EEG topographic features have haemodynamic correlates and our method dramatically
increased the yield of EEG-fMRI for estimating the localisation of the epileptogenic zone. These findings could
have important implications for tailoring surgical resection in patients with pharmaco-resistant epilepsy
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P1

RITONAVIR INHIBITS THE TWO MAIN PRASUGREL BIOACTIVA TION PATHWAYS IN VITRO: A
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Introduction : Prasugrel is an antiplatelet prodrug used in patients with acute coronary syndrome.
Prasugrel is mainly bioactivated by cytochromes P450 3A4/5 and CYP2B6. HIV patients are at risk of
cardiovascular disease, and the protease inhibitor ritonavir is a potent inhibitor of these 2 CYPs. The
aim of this in vitro study was to determine the impact of ritonavir in prasugrel metabolism.

Méthode : Human liver microsomes (HLMs) and recombinant microsomes were used to identify the
enzymes responsible for the bioactivation of prasugrel. Prasugrel concentrations of 5 to 200 uM were
used for Km determination. Inhibition by ritonavir was characterized using HLMs at concentrations of
0.1 to 30 uM. Prasugrel active metabolite determination was performed with a validated liquid
chromatography-mass spectrometry method.

Résultats : Using recombinant microsomes, prasugrel biotransformation was mainly performed by
CYP2B6, CYP2D6, CYP2C19, CYP3A4, and CYP3AS5. With specific inhibitors of CYP3A, CYP2B6,
CYP2D6, CYP2C9, and CYP2C19, active metabolite production was decreased by 38% + 15% with 4-
(4-chlorobenzyl) pyridine (CYP2B6 inhibitor) and by 45 + 16% with ketoconazole (CYP3A inhibitor).
The Km value for prasugrel metabolism in HLMs was determined to be 92.5 pM. Ritonavir at 0.1 to 30
UM was shown to be a potent dose-dependent inhibitor of prasugrel.

Conclusion : In this in-vitro study, we found a potent inhibition of prasugrel bioactivation by ritonavir
compared to the specific inhibitors of CYP3A and CYP2B6 due to the simultaneous inhibition of
CYP2B6 and CYP3A by ritonavir. This finding suggests a potential significant drug—drug interaction
between these two drugs.

P2
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Introduction : Transplant-associated microangiopathy (TAM) is a life-threatening complication after
allogeneic hematopoietic stem cell transplantation (HSCT).The pathophysiology of TAM is caused by
aggregation of platelets exposed to the thrombogenic subendothelial matrix of endothelial cells. Natural
Killer (NK) cells lacking inhibitory receptors may contribute to TAM by damaging endothelial cells.
Furthermore, as NK-cells produce platelet-activating factor upon activation, they may also promote TAM
progression.

Méthode : We present a case of a 9-year-old girl with idiopathic aplastic anemia who received a HSCT from
a mismatchdonor.The conditioning regimen included Fludarabine, ATG and cyclophosphamide with
cyclosporine for GvHD prophylaxis. Donor CD34 cells treated with Campath-1H in the bag were infused
followed the next day by 5x106 T cells/kg. On day +8 she developed a severe TAM andengrafted on day
+13. CSA was replaced by methylprednisolone. Intestinal GvHD started on day 17. Despite treatment by
plasma exchange, anti TNF, statins, heparin, and defibrotide, the patient worsened clinically. She
reactivated CMV, cardiac and pleural effusion appeared with HHV-6 infection, respiratory failure, pulmonary
arterial hypertension and she ultimately died on day +193.

Résultats : An important increase of NK-cell was detected in the blood at engraftment. Only few NK cells
expressed an inhibitory KIR specific for one of the HLA-Cwl16 and HLA-Cwl7 KIR-ligands.
Immunohistochemistry using the monoclonal antibody NKp46 revealed that the NK-cell population
expanded in the blood analysis was present in the pericardial fluid and infiltrated the pericardium, kidneys
and lungs coinciding with renal and pulmonary vasculopathy.

Conclusion : NK-cells that had infiltrated the lungs and kidney\'s may have contributed to the
microangiopathy

12



4°™ Journée et Prix de la Recherche Clinique — 19 mai 2011 Présentations posters

P3

INCREASED PRODUCTION OF IL-22 BY T CELLS IN AN INDI VIDUAL WITH SEVERE
CUTANEOUS AND SYSTEMIC INFLAMMATION AFTER BEING EXP OSED TO PURE DIOXIN.
Nicolo Costantino Brembilla 1, Jean-Marie Ramirez 1, Rachel Chicheportiche 1, Olivier Sorg 2,
Jean-Hilaire Saurat 2, Carlo Chizzolini 1.

1 Immunology and Allergy, 2 Dermato-Toxicology, Swiss Centre for Applied Human Toxicology, University
Hospital and School of Medicine, Geneva, Switzerland

Introduction : Dioxins are ubiquitous environmental toxic chemicals known to have pleiotropic
biological effects in animals. The activity of these compounds in humans, despite their daily
exposition, is poorly known. We therefore investigated the long-term immunological effects induced by
dioxins in an individual who developed a severe cutaneous and systemic syndrome after exposure to
an extremely high dose of 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD).

Méthode: T cells were studied via multiparameter flow cytometry for their capacity to produce
cytokines and for the expression of chemokine receptors involved in skin homing. Transcription of the
TCDD-target gene CYP1A1 was evaluated by RT- PCR.

Résultats : The supernatants from T cells of the exposed individual contained a substantially
increased amount of interleukin (IL)-22 but not IL-17A, interferon-y or IL-10 when compared to healthy
controls. In vitro experiments demonstrate an enhancing effect of TCDD on IL-22 production via a
mechanism involving the transcription factor aryl hydrocarbon receptor (AhR). However, the increased
production of IL-22 in the exposed individual was not dependent on AhR occupancy by residual TCDD
molecules. In contrast, it was due to an increased frequency of IL-22 single producing cells
accompanied by an increased percentage of cells expressing the skin-homing chemokine receptors
CCR6 and CCRA4.

Conclusion : This case strongly supports the contention that exposure to dioxins in vivo induces a
long-lasting effect on the human adaptive immune system and specifically polarizes T cells to produce
IL-22. It is tempting to speculate that these cells may have been involved in the severe dermal
manifestations observed after dioxin intoxication.

P4

RE-ENTRAINEMENT PRE-OPERATOIRES DES PATIENTS AVEC C ANCER PULMONAIRE NON A
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Introduction : La capacité d’effort mesuré par la consommation maximale d'O2 a I'ef! fort (VO2 max)
prédit les complications post-opératoires et la mortalité a court et long terme pour les patients atteint
de cancer pulmonaire (CP). L'effet d’'un ré-entrainement supervisé (RS) en pré-opératoire et inconnu.
Méthode : Nous prévoyons d'inclure 390 patients CP dans un essai randomisé (1/1) multicentrique
(HUG et RSV, Sion). Les patients alloués au groupe intervention (I) regcoivent un entrainement a
I'effort supervisé et adapté a la VO2 max mesurée a l'inclusion. Apres 90 j d'étude, 24 patients on été
screenés et 22 ont été inclus. [I n=9, C n=13. Age 69 (DS10), homme 57%, BPCO 56%, diabete 25%,
hypertension 43%, fumeur 95%.] Le VEMS ou la capacité de diffusion sont abaissés a moins de 80%
de la valeur prédite chez 42% et 66% des patients respectivement. La VO2 max moyenne mesurée a
I'inclusion est de 18 ml/min/kg (min 11, max 29).

Résultats : Dans le groupe |, aprés RS la VO2 augmente de 1.2ml/min/kg (C! 195% -12.0 a +14.8) et
baisse de 6.8 ml/min/kg dans le groupe C (CI95 % -17.2 a +3.1).

Conclusion : Un essai clinique interdisciplinaire (pneumologie, anesthésie, physiothérapie, médecine
du sport, oncologie et chirurgie) permet d’inclure 90% des patients screenés. Le ré-entrainement
supervisé s’accompagne d'une tendance a l'augmentation de la VO2 max. Nos futures analyses
compareront I'incidence de complications, I'effet sur la mortalité et la qualité de vie dans les groupes |
et C a court et long terme. La capacité d’effort et la fonction pulmonaire a 1 an seront également
mesurées.
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POPULATION PERCEPTION OF SURGICAL SAFETY AND BODY | MAGE TRAUMA: A PLEA FOR
SCARLESS SURGERY?

Pascal BUCHER , MD, Francois PUGIN, MD, Sandrine OSTERMANN, MD, PhD, Frederic RIS, MD,
Michael CHILCOTT, MD, Prof. Philippe MOREL
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Introduction : Background: Laparoendoscopic single-site (LESS) and natural orifice translumenal
endoscopic (NOTES) surgery are prospected as the future of minimally invasive surgery. While
scarless surgery, NOTES and LESS, is gaining increasing popularity, perception toward these
approaches should be investigated.

Méthode : Materials and Methods: Anonymous questionnaire (describing laparoscopy, LESS, and
NOTES) was given to medical staff (n=120), paramedical staff (n=100), surgical patients (h=100), and
general population (n=100). Participants (median age 37, 18-81 years) were queried about their
expectations from surgical treatment and approach preference.

Résultats : The first concern of survey responders is the risk of surgical complications (92%). When
asked about the respective importance of surgical safety, cure, and cosmetics; 74% placed cure first,
33% safety, and 3% cosmetics. These results were not influenced by sex, age, prior
surgery/endoscopy, and education. With similar operative risk, 90% of participants preferred scarless
approach (75% LESS and 15% NOTES) to laparoscopy. Scarless approach preference was
significantly higher in younger

Conclusion : Although cure and safety remains the main concern, the population has a favorable
perception of scarless surgery, even in case of increased procedural risk. LESS is favored to NOTES.
Such a popular adoption of scarless surgery should warrant us to promote further research,
technological innovations, and establish surgeon training to improve its safety.

P5b

FEMALE POPULATION PERCEPTION OF CONVENTIONAL LAPARO SCOPY, TRANSUMBILICAL
LESS, AND TRANSVAGINAL NOTES FOR CHOLECYSTECTOMY

Pascal BUCHER, MD, Sandrine OSTERMANN, MD, PhD, Francois PUGIN, MD, Prof. Philippe
MOREL
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Introduction : Recent population survey has shown a preference for transumbilical LESS (U-LESS)
compare to NOTES for cholecystectomy assuming similar surgical risk. Study aim was to evaluate
perception and preference of women regarding conventional laparoscopy, U-LESS and transvaginal
NOTES (TV-NOTES) with particular interest to access perception.

Méthode : Anonymous questionnaire on laparoscopic, U-LESS, and TV-NOTES cholecystectomy, without
regards to risks or advantages, were given to female medical/paramedical staff (h=100), patients (n=100),
and general population (n=100). Women participants (median age 35, 16-79 years) were queried about
preference, perception of the different accesses, and personal informations. 54% had children, 79% had
stable relationship, and 96% were sexually active (vaginal intercourse).

Résultats : With similar operative risk, 87% preferred U-LESS, 4% TV-NOTES and 8% laparoscopy.
LESS/NOTES choice was influenced by a desire of improved cosmetics (82%) and lower pain (44%). 96%
had worries regarding transvaginal access, among them: dyspaneuria (68%), decrease sensibility during
intercourse (43%), refuse of short-term sexual abstinence (40%), and infertility (23%). Transumbilical
access evocated worries in 35%: umbilical pain (19%), post-operative umbilical sensibility (15%), and
incisional hernia (11%). Post-operative intercourse abstinence after TV-NOTES evocated worries in 76%
(defined as 3 weeks in