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Natalizumab (Tysabri®)

2006 Polman et al. NETM 2006; 354: 899-910
EFFICACY as compared to placebo, at 2 years
Accumulation of Disability 42 % N
Relapse Rate 68 % N
MRI Activity 92 % N
TOLERANCE
SAFETY
2007 Marketing Approval in France

Agence Frangaise de Sécurité SAnitaire des Produits de Santé
(AFSSAPS) & Risk Management Plan



The Care of MS in France (1)
The EDMUS Network

63 Centres

28 University Hospital
Referral MS Centres

18 city and Hospital
Health Regional Networks




The Care of MS in France (2)
The EDMUS Software
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Diffusion
of EDMUS
Worldwicz

289 Centres

40 Countries

Mai 2011



Use of EDMUS in France

Electronic Medical Record

Fully Integrated in Daily Medical Practice

Directly
Indirectly

"Subcontracted"



The Care of MS in France (3)

The NEW ENGLAND JOURNAL of MEDICINE

Natural History of Multiple Sclerosis
with Childhood Onset
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CHRISTIAN

- atrick Vermersch, M. tienne ) M.D., La 1t Magy, M.D
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|| || N ENGL ) MED 356,25 WWW.NEJM.ORG JUNE 21, 2007




TYSEDMUS

Observational prospective phase IV pharmaco-epidemiological follow-up study
of patients with MS and treated with natalizumab in France
based on the French network of neurologists using EDMUS

Sponsor AFSSAPS

Suppor'fs Fondation Eugene Devic EDMUS
Hospices Civils de Lyon
Société Frangaise de Neurologie (SFN)
Fédération Frangaise de Neurologie (FFN)
Biogen Idec France (Unconditional Grant)

Coordination LYON EDMUS Coordinating Centre

www.edmus.org
tysedmus@edmus.org
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Objectives

Primary

Establish the Safety Profile of NTZ (short to long term) in real life settings
Determine the Incidence of Adverse Events, notably

infusion-related events, hypersensitivity reactions,
development of anti-NTZ antibodies,

infections: serious, opportunistic,

preghancies and pregnancy outcomes,

malignancies

Secondary

Describe the Evolution of patients treated with NTZ (relapses, EDSS, MRI)

Determine the Conditions of Use of NTZ in real life settings
Compare the incidence of serious and/or opportunistic infections and malignancies,

between a Non-Exposed Population and the NTZ-exposed one
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Inclusions

A No of treated patients (France)

@ Effective inclusions

A 3920 3950
A 3800

Promised inclusions (Incl. Effective)

3351

3351
3134

A 1325 1376

A970 930

A\ 575

A 187
0 |
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Characteristics at Inclusion

Age (mean + SD) 37.7+9.8 yr
Female : Male Ratio 3:1
Disease Duration (mean + SD) 91+£6.7 yr
Disease Course (% patients with RRMS) 96 %
Prior Disease-Modifying Treatments (% patients)
Immunomodulators 88 %
Immunosuppressants 22 %
None 10 %
Nb Relapses in the Previous 12 Months (mean + SD) 19+12
EDSS score (mean + SD) 36+18

Brain MRI with Gad+ Lesions 55 %



Follow-up

Duration
Mean + SD 20.1 + 13.9 months
Median [Range] 195 [0-57] months

425 (16%) patients definitively stopped natalizumab
487 treatment discontinuations

32 % = Adverse Events, Allergy, Persisting Neutralizing Antibodies, ...

23 % = Lack of Efficacy (Relapses, Secondary progression)
45 % = Pregnancy, Convenience, ...



Safety

164 Serious Adverse Events among 128 patients (4.5%)

Severity

Description

FME

Infusion

Acutie Leukoencephalopathy (mycoplasma)

Cardiac arrest:

Cardiac arrest

Completied suicide by defienesiiration

Completied suicide by drug overdose.

Persistent or signific

disability

cant

Carotid Artery Dissection, Sylvian Infarction

e-threatening

PML

ncephalitisidue to herpes simplex

Urticaria, extended

S
=/

uicide attempt by drug

overdose & cutting femoral vein

Unknown

Suicide attempt by drug overdose

INO

Suicide attempt

Cardio-respiratory arrest due o drowning




Severity Description

PML
PML
PML
PML
PML
PML

B-cell lymphoma,
Small cell lung cancer
Rectum cancer
Hospitalisation Breast Cancer
Breast cancer
Uterus cancer
Skin cancer

Anaphylactic shock
14 Allergic reactions

Acute retinal necrosis due to VZV
Meningitis due to Enterovirus
Herpes Zoster shingles
Tuberculosis (Mycobacterium avium)

Cytolytic hepatitis

Infusion
No

19

39

34
Unknown
Unknown
Unknown

33
27
7
Unknown
43
26
30

2
2x9, 3x2, 5x2, 6x1

21
1
3

29

34

NTZ
Stopped

YES
YES
YES
YES
YES
YES

YES
YES
YES
YES
NO
N[@)
N[@)

YES
YES

M=

M=

NO
Unknown

YES



Efficacy

At Starting Year 1 Year 2 Year 3
NTZ NTZ NTZ NTZ

Relapses
(Mean Annualized Relapse Rate)

EDSS Score (Mean £ SD) 3.7+18 33x19 34

I+

19 3520



The Observatoire Francais de la SEP
(OF SEP)

et Rene Ricol,
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"Cohortes™. =
doté de 200 millions d'euros et assure un financement sur la durée,
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COMMISSARIAT GENERAL
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