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Che New Aork Times

OPINION | October 28, 2010
Op-Ed Contributors: The Age of Alzheimer's

MORE MEDICAL RESEARCH IS NEEDED TO DEFEAT
ALZHEIMER'S DISEASE BEFORE IT'S TOO LATE TO
HELP THE BABY BOOM GENERATION.
By Sandra Day O'Connor, Stanley Prusiner and Ken Dychtwald
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Serious Mental llinesses are Major Causes of Disability
Worldwide: Global Burden of Disease (DALYS)

(U.S., C/Ianada|, and \|/Vestern Europe 184 yea|rs old)

Mental lliness*

Injuries, including self-inflicted

Alcohol and drug use | &

Malignant neoplasms (cancer)
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Cardiovascular disease
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A Suicide

Musculoskeletal disease

Sense organ diseasg

Digestive disease
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The growing social and economic burden of

Neuropsychiatric diseases I na ti1cki
bombo i n Europe
A European College of Neuropsychopharmacology report

I 165 million people in EU suffer from mental and
neurological ilinesses
A European Brain Council Study

I Annual cost of brain disorders in Europe has soared to 798
billion euros ($1 trillion)

I Substantially higher than previously reported for other

major illnesses I 192 billion euros for heart disease, 150
250 billion euros for cancer

Reuters article, Oct. 4, 2011
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www.nature.com/mature ol 463 | Issue no, 7277 | 7 January 2010

A decade for psychiatric disorders
A Ta r g e tS There are many ways in which the understanding and treatment of conditions such as schizophrenia

are ripe for a revolution,

1  Antipsychotics $14.6
2  Lipid regulators $14.5
A ] 3  Proton pump inh. $13.9
Generlcs 4  Seizure disorders $11.3
5  Antidepressants $9.6

IMS Health 2008

AComplexity of CNS




We are making tremendous
and clinical neurosciences
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i abehavioural intervention to bring about a positive

Wedeen et al. Neurolmage 2008;41:1267 11277
Reproduced with permission
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Al zheil mer 6s Di sease
Devastating Neurodegenerative Disease Characterized
by Aberrant Amyloid Regulation

k|
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Healthy brain Brain with Mouse brain Clearance of
Al zhei mer O6with amyloid
disease amyloid with bapineuzumab*

deposits

Postmortem brain
showing amyloid
plaque

* 3D6 version of  bapineuzumab
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Bapineuzumab impact on cognition

ApoE4 non -carriers, 18 Months
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Bapineuzumab Reduces Amyloid Burden and p -tau
(a marker of neuronal degeneration) in Humans
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Rinne et al. Lancet 2010;9:363 1372 communication



Opportunity for AEarl i ero |

Diagnosis in Diagnosis
the Future Today
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nature

wwrw.nature.com/mature VYol 4563 | Issue no. 7277 | 7 January 2000

A decade for psychiatric disorders

There are many ways in which the understanding and treatment of conditions such as schizophrenia
are ripe for a revolution.
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- - Integrating the tools of ics and
The Future of Psychiatric Research: [l o.
ofl meuropsychiatric ikinesses and Lo Sw]pest

GE“ umes a“d Neurﬂ I Ci m“ im e strategies bor trestment and prevention.

Hude Akil,"™ Sydmey Brenner,” Eric Kandel," Kenneth 5. Kendler" Mary-Claire King,"
Edweard Scolnick,” James D, Watson,” Huda Y. Zoghbi*
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Schizophrenia Affects Approximately 1%
of Population: Enormous Costs to Society

A Individual
i Lower life expectancy !
i High risk of suicide;  10% 2
i Nature of illness Y lack of insight
i Relapse fuels clinical progression 3

A Societal
i Annual US costs estimated to be $63 Billion
I Uses more hospital beds than any other
medical illness !
I 40% of re -hospitalization costs are due
to non-adherence °

1. Pickar. Lancet 1995;345:557 i 562; 2. Meltzer.  Curr Psychiatry Rep 2002;4:279 |
283;
3. Kane . 2008. 4. McEvoy . J Clin Psychiatry 2007:68( suppl 14):4 17,
5. Tacchi & Scott. Improving adherence in schizophrenia and bipolar disorders. West
Sussex, UK: Wiley; 2005
-




Schizophrenia: Not a Classic Neurodegenerative
Disease but Associated with Progressive Atrophic
Changes

Can Progression and Disability Be Attenuated by Preventing
Relapses?

Stages
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lliness
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INVEGA® SUSTENNA®

Significantly Delays Time to Relapse in Schizophrenia
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Hough D. Schizophrenia Research. 2010; 116: 107 -117.
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Can the use of LAls early in the course of iliness
attenuate the atrophy and clinical decline by
preventing the ntoxic effec
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Depression is the most disabling iliness in G7, with
only ~1/3 of treated patients achieving remission

1. Unipolar Depression
1. Ischaemic Heart Disease |
3, Alcohol Use Disorders |
4, Chronic Obs. Pulmonary Disease

5. Thrachea/ Bronchus/ Lung Cancer

6. Hearing Loss; Adult Onset

_ _ 7. Alzheimer's & Other Dementias
A ~ 33% of treated patients achieve 1

remission 8. Cerebrovascular Disease
A Available medications take 6  -12 :

weeks to work

Source :
2008 WHO Global Burden of Disease Report



Modification in synaptic AMPA & NMDA receptors (by insertion,
Internalization, trafficking) regulates synaptic plasticity
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Robust and rapid antidepressant effects of an
NMDA antagonist in treatment - resistant
Reproduced with permission depreSSIOn
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NMDA, N -Methy! -D-aspartic acid
Zarate etal. Arch Gen Psychiatry, 2006
Zarate et al. Arch Gen Psychiatry 2006;63:856 1 864

“Ketamine ®Placebo ®Venlafaxine =Bupropion “ SSRI

H. Maniji , personal communication



Rapid decreases In high suicidal ideation with
an NMDA antagonist over 4 hours In
treatment -resistant depression
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Reproduced with permission

DiazGranados etal.J Clin Psychiatry 2010;71:1605 7 1611,
H. Manji , personal communication



Data -driven understanding at a molecular and patient
level drives an integrative, holistic approach of

pharmacological and non

Patient Management
Programs

Remote
~Jvonitoring for G
Relapse

Prediction

PHARMACEUTICAL COMPANIES

OF gc-awmmwgow:m

- pharmacological interventions:

Risk/Early Diagnostics

Innovative
Therapeutic

Digital Therapy for
Cognitive Remediation
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X-25 1883881, Y-237,217041,20.000000

Medicine today is built on What if we could
hundreds of years of Integrate & model
Il ndi vi dual obser vthemiinstead?e




sl ONE MIND
N A for R FARCH

- | A 10 year roadmap to target disorders of the
brain

A Multiple stakeholders with aligned incentives

A White House, Congress, DOD, NIH, Industry,
Academia

A Public and private funding proposed

A Janssen/J & J is playing a key leadership role

A Leadership: Representative Patrick Kennedy &
Garen Staglin

A Some lessons from the semiconductor industry




Disease Knowledge Networks:
multi -level mechanistic hypotheses
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Modified from http://www.phenomics.ucla.edu/phenomics/cognitive_phenomics.htm



Janssen Neuroscience & Museunm Dr.

Guislaiin
The burden of brain disease makes progress urgent

We both have a long-standing legacy in caring for
Individuals with serious mental illnesses

New tools, new technologies, new ideas, make it
timely to reiterate our commitment to understanding
the brain & translating advances into the clinic

Together, the Museum Dr. Guislain and Janssen
Neuroscience can greatly help to de-mystify the
brain and brain disorders A reduce stigma

Eliminating stigma is the first step in treatment, and
ultimately cures
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evolutionin the treatment of
neurologicaland psychiatriadisorders

Dr. Ludo Lauwers

SeniorVicePresident
ViceChairman Management Board
Janssen Pharmaceutica NV
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evolution in antipsychotic drug development |
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