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- The patients.

- The Advisory Committee:
— R. Gold

E. Havrdova

L. Kappos (Chairman)

V. Limmroth

D. Miller

C. Polman

- The Safety Monitoring Committee:
— C. Confavreux

— O. Lyon-Caen

— J. Ware
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Z. Ambler, Pizen, Czech Rep.

A. Belova, Novogorod, Russia

A. Boiko, Moscow, Russia

A. Csanyi, Gyor, Hungary

L. Csiba, Debrecen, Hungary

W. Drozdowski, Bialystok, Poland

E. Ehler, Pardubice, Czech Rep.

A. Elchaninov, St. Petersburg, Russia

M. Eraksoy, Istanbul, Turkey

W. Fryze, Gdansk, Poland

G. Giavannoni, London, UK

R. Gold, Gottingen, Germany

H-P. Hartung, Dusseldorf, Germany

E. Havrdova, Prague, Czech Rep.
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C. Hawkins, Stoke-on-Trent, UK

J. Hillert, Huddinge, Sweden

R. Hintzen, Rotterdam, Netherlands

G. Jakab, Budapest, Hungary

L. Kappos, Basel, Switzerland

R. Karabudak, Ankara, Turkey

J. Kochanowicz, Bialystock, Poland

H. Kwiecinski, Warsaw, Poland

J. Lycke, Goteborg, Sweden

Z. Maciejek, Bydgoszcz, Poland

E. Meluzinova, Prague, Czech Rep.

T. Olsson, Stockholm, Sweden

M. Odinak, St. Petersburg, Russia

C. Polman, Amsterdam, Netherlands

I. Rektor, Brno, Czech Rep.

S. Schimrigk, Bochum, Germany

K. Selmaj, Lodzi, Poland

M. Sharief, London, UK

B. Sharrack, Sheffield, UK

S. Shvarkov, Moscow, Russia

A. Siva, Istanbul, Turkey

A. Skoromets, St. Petersburg, Russia

|. Stolyarov, St. Petersburg, Russia

A. Szczudlik, Krakow, Poland

R. Talab, Hradec Kralove, Czech Rep.

0. Vorobieva, Moscow, Russia

V. Vozlov, Novosibirsk, Russia

A. Wajgt, Katowice-Ligota, Poland

l. Zavalishin, Moscow, Russia
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° Rationale:

— In Vitro:

° Thl—)Th2 cytokine profile shift. Ockenfels et al. 1998. Asadulah et al.
1997. De Jong et a]. 1996.

MHF and DMF inhibited monocyte differentiation into dendritic cells.
Zhu and Mrowz'etz, 2001.

Decrease TNF 0L induced endothelial adhesion molecule (e-selectin,

VCAMl, ICAMl) expression. Vandermeeren et a]. 1997.

Dimethylfumarate inhibits tumor-necrosis-factor-induced CD62E

expression in an NF-kb-dependent manner Loewe et al 2001.

Decreases TNF-induced nuclear entry of NF-kappa b/p65 in human
endothelial cells. Loewe eta12002.

— In Vivo:

- Jr Acute and chronic rejection. Risch et a]. 2001. Lehmann 2002,

— In man (oral DMF/MHF):

° Decrease Gd enhancing lesions in MS. Schimrz’gk et al. #846003, AAN
2005.

° Decrease Circulating T cells. Treumer et a]. 2003. Hoxtermann et al. I998.
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° 24 weeks therapy; 4 arms:

— Placebo; 120 qd; 120 TID; 240 TID.

- Primary efficacy endpoint:

— Total # of Gd-enhancing lesions over four scans at

weeks l2, 16, 20 & 24 vs. Placebo (EEP).

- Additional MRI efficacy endpoints:

— Cumulative # of Gd-enhancing lesions over six scans at

weeks 4, 8, 12, 16, 2O & 24 vs. Placebo (EEP).

— # Of new or newly enlarging T2 hyper-intense lesions

at week 24 compared to baseline (EEP).
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