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1 Journée de ’Ecole Doctorale en Médecine Clinique et Expérimentale

Samedi 15 mars 2008
Académie Royale de Médecine de Belgique
Palais des Académies
Rue Ducale, 1

1000 Bruxelles
Programme
08 h 45 Accueil des participants, café-croissants, mise en place des posters & partir
de 8h45
09 h 40 Introduction par le Professeur Janos FRUHLING, Secrétaire perpétuel de
Salle I’ Académie Royale de Médecine de Belgique
Baudouin
09 h 50 Conférence inaugurale
(modérateur: Professeur Gustave MOONEN)
Prof. Elie COGAN
(Université Libre de Bruxelles, Porte Parole de I’Ecole
Doctorale)
"Intégrité dans la recherche biomédicale : de 1’éthique
personnelle a la responsabilité collective"

10h20 - Communications orales |
12020 (modérateurs : Prof. Alexandre LEGRAND et Pierre GIANELLO)
12h 20— LUNCH et Discussion des posters (Salle des Marbres) en présence des
13h40 directeurs des laboratoires et de la commission scientifique de ’Ecole

Doctorale

13h40-16h: Communications orales II
(modérateurs : Prof. Bruno FLAMION et Gustave MOONEN )

16h Cloture
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T cell response to Trichophyton In a skin blopsy from a patient with GVHD-llke diseass
Médc de Bellefon L', Theunts A%, De Maubeuge 7', Michel 0%, Goldman M', Roufosse F*%, Caulle §G* (ULB)

1 Ingtitute of Medicnl iiminunology — ULB, Brussels, Belghun

2 De Duve Institute — UCL, Bruasels, Belgiutn

3 Derinntology departmsnt — Hospiml Snim-Piesre, ULB, Brussels, Belgium

4 Pneumology — Allergology depnriment — Hospital Bruginnan, ULB, Brussels, Belgium
1, 5 Internnl Medicine depnriment — Hompital Erasine, ULB, Brussels, Belgum

A young mafe who developed a systernic Immune-mediated disorder reminiscent of chronic graft-versus-host disease, characterized by
lymphocytic Inflammation of lungs, small bowel and skin, after professional exposure to vinyl chloride, has been studied extensively to
Investigate the role of matemal migochimerism In the induction of disease. His disease Is partially controlled by chronic Immunosuppressive
therapy assodating low-dose corticosterolds and azathioprine, Numerous attempts to demonstrate patient-derived T cdll reactivity against
maternal antigens have proven unsuccessful,

A skin leslon was biopsled to derlve and analyze infilirating T lymphocytes. After a few days of culture with IL2 and human serum, robust
CD4 T cell proliferation and slow fungal growth were observed. The fungus was [dentified as a dermatophyte — most probably Trichophyton
rubrum —, which in all likellhoed js coming from the patient’s skin. T cell doning was performed using OKT3-CD28 stimulation; and ten CD4 T
cell dones were |solated. Cytokine secretion assays were performed In presence of autologous B-EBV cells pulsed with Trichophyton culture
supemnatant. Two of these CD4 T cell dones seareted cytokines (IL5, IL4, IL10, TNFa, IFNy) In these condtions. HLA restriction was also
Investigated using different B-EBV cell lines, indicating a peptide presentation through HLA DR*11. We will try to [dentify the antigenlc
peptide Within a cDNA Ifbrary prepared from Trichaphyton.

This is the first time that human Trichophyton-spedific CD4 T cell dones are obtained and be characterized in detall. We hypotheslze that
Trichophyton, a frequent cutaneous pathogen, plays a role In the chronlc Inflammatory disease of this patfent.
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M, Mousny’, 5. Omelon’, L. Wise?, E.T. Everett’, M. Dumitrii?, D,P. Holmyard?, X. Banse® , J.P. Devogelaer®, M.D.Grynpas™ (UCL)

'Orihopaedic Resenrch Lnborniory, Cliniques Universitnires Snint-Luc, Catholic University of Lovvaln, Brussels, Belgium. *Smovel Lunenfeld Resenrch Inatitute, Mount
Sinni Homital, Ontario, Canndn. * Department of Pedimric Dentistry nnd The Gorolinn Center for Genomne Sclences, University of North Crrolinn, Chapel Hill, North

Carolinn, USA, ’Leborntory Medicine and Prihobiology, University ef Toronto, "Arilritis Unit, Clinigues Untversitnires Snim-Lue, Calholic Universtty of Louvnin,
Brussals, Belgivm

Introduction: Only few animal studies explore an underying genetic basls for extrinsic factors effect on bone metabollsm. The purpose of
this study was to assess the effect of increasing fiuoride doses on bone propertles n inbred mouse stralns in order to study the Mfluence of
genetic background.

Materials and Methods: Three [nbred mouse strains with different susceptibllifes to developing dental fiuorosis (A/] a “susceptible” strain,
SWR/J an “Intermedlate” straln, 129P3/ a "reslstant” strain) were studied. Bone fluoride concentrations were determined. Bone mineral
density (BMD) was evaluated through DEXA, Mechanical properties of cortical and trabecular bone were determined. Bone microarchitecture
wag quantified with micocomputed tomography and strut analysls, Bone formation was evaluated by static histomorphometry. Bone
mineralization was quantiied with Back Scattered Electron Imaging (BSE) and powtler X-ray diffraction. Microhardness measurements were
taken from cortical and trabecular bone.,

Results: Auoride bone concentration Increased In all 3 strains, Fluoride treatment had little effect on BMD. Mechanlcal testing showed
significant aiterations In “bone quality” In A/J, moderate alterations In SWR/J and no effect In 129P3/), Fluoride treatment had no significant
effect on bone micoarchitecture. Each strain demonstrated a signifiant Increase I osteold formation. The bone minerallzation profiles
showed a non-significant Increase towards higher mineralization with increasing F- dose.  Powder X-ray diffraction showed significantly
smaller aystals for 129P3/1, and Inareased orystal width with increasing F- dose for all stralns, There was no effect on bone microhardness.
Conclusion: Genetic factors may mnirfbute to the variaiion in bone response to fiuoride exposure, The increased aystal oross-section with
Increasing F- dose comrelates with most of the decreased mechanical properties. An inaease In bone F- might affect the mineral-organic
interfadal bonding and/or bone matrix proteins. The smaller bone arystallites of the redistant strain may [ndicate a stronger organic/Inorganic
Interface, Bn_:n_sn orystallite o3<<5 rate and inareasing interfadal mechanlcal strength.
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Three-dimensional CT-based cranlofaclal cephalometric analysis: concept, software, and experimental
valldations

R. Diszewsid™ and H. Reychler* (UcL)

1Depnrtiment of Ornl nnd Mnxillofhcinl Surgery, Clinigues Univensitnires Sni Luc, Universlté Cntholique de Louvain, Brussels, Belgium,

The aim of a three-dmensional (3D) cephalometric analysls |s to provide a truly 3D diagnostic tool m_.ﬁ uﬁ;.g:m .mﬂ. smputer-assistad
maxillofadial surgery. We transformed and adapted to the third dimension the dassical two- togical Ddlalre’s
analysls. Our 3D-CT cranlofadal cephalometric analysls, ACRO 3D, is based on a 3D reference frame constructed upon 22 oanlofadal
landmarks [dentified direcly on 3D-CTsurface rendering. 13 reference planes are automatically caloulated and visuallzed with ACRO 3D
software. 3D diagnosls of aaniofacial dysmorphosis is based on comparing 3D anatomical cranfofadal structures (e.g.maxilla, mandible) to
the reference planes and frame.

In order to experimentally validate our 3D CT-based cephalometric analysis, we compared

Inter- and intra-observer reproducibility of measurements achleved on profile radiography

versus 3D-CT surface rendering (2 observers, twice, 9 distances between 7 landmarks, 26

dry skulls), We also compared the acourecy of measurements achleved on 3D-CT surface

rendering (obtained with ACRO 3D software) to this of direct measurements on

dry skulls by means of 3D measuring Instrument (2 observers, twice, 12 landmarks/skulf, 17

distances/skull, 26 skulls). Inter- and Intra-observer reprodudibliity proved to be

significantly better for 3D-CT method (p<0.0001). There were no significant difference

between measurements achleved respectively on 3D-CT surface rendering by ACRO 3D

software, and 3D measuring Instrument.

To be able to spread out potential dinfcal appliations of our 3D-CT cephalometric analysls methodology we finally developed and validated a
low dose 3D-CT protocol (35 mAs).

Further post-doctoral research will consist on dinical valldation of the 3D-CT based ganiofadal cephalometric analysls.

015:40 TNF-o and IL-1P Induction of NF-kB and Its downstream genes has a pro-apoptotic role In pancreatic

beta cells

F. Ortis", P. Pirot’, N. Naamane’, A.Y. Krelns', 1. Rasschaert!, F. Moore', E. Thédtre?, C. Verhaeghe®, N.E. Magnusson’, A. Chariat’, T.F.
Pmitoft' and D.L. Eidrk' (ULB)

1Laborrtory of Experimental Medicine, Université Libre de w_.ES__ua E_.mv_ w::.n de _.E_:_ . BOH, 1070, Brussels, Belgum; 2 Laboratory of Medicnl Chemistry and
Humnnn Gesetics GEGA Resenrch, CHU, Sart-Tilinan, Center for CHU Sunt-Tilinmn 4000, Ligge, Belgium; 3Department of

Phnrmncolegy, University of Anrhus, Artbus Demnnrk; 4Moleculer Dingrostic _.-_vc:ns.s Departiment of Clinical Biochemistry, Anrhus University Hospitnl, Anrlus,
Deminark

Background and Aims: IL-1B and TNF-o contribute to pancestic beta cells death In type 1 diabetes. Both cytokines activate the
transaiption factor NF-kB, but recent ohservations suggest that NF-kB bloddng prevents IL-1B+IFN-o- but not TNF-o+IFN-y-induced beta
cell apoptod's. We presently compared cell death and the pattern of NF-kB activation and global gene expression Induced by IL-1B and TNF-
a In beta cells.

Materlal and Methods: Cell viabllity was measured after exposure to efther IL-1p or TNF-ot alone or n comblination with IFN-y and
blocking of NF-kB activation or proteln synthesls. INS-1E cells exposed to IL-1f or TNF-of In time course experiments were used for IKK
activation assay, Immunocytochemistry for p65 NF-kB, real-ime RT-PCR and microatray analysis.

Results: Blocking NF-kB activation protected beta wells agalnst IL-1B[}+IFNy- or TNFa+IFNy-Induced apoptosis. Blocking de novo protein
synthesls did not increase TNF-a- or 1L-1p-induced beta cefl death, In agreement with simiiar cytokine-induced expresslon of the anti-
apoptotic genes A20, TAP-2 and XIAP. Microarray analysis of INS-1E cells treated with IL-1B or TNF-a showed similar patterns of gene
expression. IL-1B, however, Induced a higher expression of NF-«B target genes putatively Involved in beta cell dysfunction and death and a
stronger activation of the IKK complex leading to an earller ranslocation of NF-kB to the nucleus.

Conclusions: NF-kB activatlon In beta cells has a pro-apoptotic role following exposure not only to IL-1p but also to TNF-a. The more
marked IL-1p-Induced beta cell death is at least in part explalned by higher intensity of NF-kB activation, leading to Increased transaiption
of key target genes.
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