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OPINION   |  October 28, 2010 

MORE MEDICAL RESEARCH IS NEEDED TO DEFEAT 

ALZHEIMER'S DISEASE BEFORE IT'S TOO LATE TO 

HELP THE BABY BOOM GENERATION.  

Op-Ed Contributors:  The Age of Alzheimer's 

By Sandra Day O'Connor, Stanley Prusiner and Ken Dychtwald 

ñAlzheimer's disease, 

an illness that is 100 

percent incurable and 

100 percent fatalò 

ñStarting on Jan. 1, our 79-

million-strong baby boom 

generation will be turning 65 

at the rate of one every eight 

seconds. That means more 

than 10,000 people per day, 

or more than four million per 

year, for the next 19 years 

facing an increased risk of 

Alzheimer'sò 

ñAs things stand today, 

for each penny the 

National Institutes of 

Health spends on 

Alzheimer's research, we 

spend more than $3.50 on 

caring for people with the 

conditionò 
ˈ  Quotes from The New York Times 

Expected to triple in numbers worldwide by 2050 because of the aging 

population 

Report from the Lewin  Group, commissioned by the Alzheimerôs Association, Washington 
DC, 2004  
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Serious Mental Illnesses are Major Causes of Disability 

Worldwide:  Global Burden of Disease (DALYs)     

       (U.S., Canada, and Western Europe 15-44 years old) 

Å  Mental Illnesses are the 
chronic  
illnesses of the young  
Å  Cost ï US ï100B direct; 200B 
indirect  
Å  Suicide  

DALYS, Disability-adjusted life 

years  



The growing social and economic burden of 
Neuropsychiatric diseases ï ña ticking time 

bombò in Europe 

ÅEuropean College of Neuropsychopharmacology  report 
ï 165 million people in EU suffer from mental and 
neurological illnesses  

ÅEuropean Brain Council Study  

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

ïSubstantially  higher than previously reported for other 
major illnesses ï 192 billion euros  for heart disease, 150 -
250 billion euros  for cancer  

 

Reuters article, Oct. 4, 2011  
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Å Targets  

Å Generics  

Å Complexity of CNS  

1  Antipsychotics  $14.6  

2 Lipid regulators  $14.5  

3 Proton pump inh . $13.9  

4 Seizure disorders  $11.3  

5 Antidepressants  $9.6  

IMS Health 2008  

Challenges in Neuroscienceé 
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Livet et al. Nature 
2007;450:56 ï62  

We are  making tremendous progress in the basic  
and clinical neurosciences  

Wedeen  et al. NeuroImage  2008;41:1267 ï1277  
ña behavioural  intervention to bring about a positive 

change in cortico -cortical white matter tractsò  
Reproduced with permission  



Healthy brain Brain with  

Alzheimerôs 

disease 

Mouse brain 

with  

amyloid 

deposits 

Clearance of 

amyloid  

with bapineuzumab* 

Alzheimerôs Disease 
Devastating Neurodegenerative Disease Characterized  
by Aberrant Amyloid Regulation  

Postmortem brain  

showing amyloid  

plaque  

 *  3D6 version of bapineuzumab  

H. Manji , personal 
communication  



Bapineuzumab  impact on cognition  

ApoE4 non -carriers, 18 Months  

Cognition  

Modified Intention to 
Treat            
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BAPI   

Placebo  

BAPI   

Placebo  

mITT  population:  Completer population:  

Phase 2 Analyses  

Salloway  et al. Neurology 2009;73:2061 ï2070  

Error bars represent one standard error. A positive change from baseline represents 
improvement  

mITT ; modified intent - to - treat  
Reproduced with 

permission  



Bapineuzumab Reduces Amyloid Burden and p - tau 
(a marker of neuronal degeneration) in Humans  

Baseline  
 

Week 78  

Placebo  

BAPI  

CSF p-
tau  

*  
 

Rinne  et al. Lancet 2010;9:363 ï372  

H. Manji , personal 
communication  

Reproduced with 
permission  



Opportunity for ñEarlierò Diagnosis 

Diagnosis in  
the Future  

10-20 
years 

Diseas
e 

presen
t 

Family 
notice
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First 
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MD 
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Collaborations in 
Diagnostics  

First 
signs  

Diagnosis  
Today  

H. Manji , personal 
communication  



Theme Issue on Mental 
Health May 2010  
ñRethinking Mental 
Illnessò 



Schizophrenia Affects Approximately 1%  
of Population: Enormous Costs to Society  

ÅIndividual  
ïLower life expectancy 1 

ïHigh risk of suicide; 10% 2 

ïNature of illness Ÿ lack of insight  

ïRelapse fuels clinical progression 3 

ÅSocietal  
ïAnnual US costs estimated to be $63 Billion 4 

ïUses more hospital beds than any other  

medical illness 1 

ï40% of re -hospitalization costs are due  

to non -adherence 5 

1. Pickar . Lancet 1995;345:557 ï562; 2. Meltzer. Curr  Psychiatry Rep 2002;4:279 ï
283;  
3. Kane . 2008.  4. McEvoy . J Clin  Psychiatry 2007:68( suppl  14):4 ï7;  
5. Tacchi & Scott. Improving adherence in schizophrenia and bipolar disorders. West 
Sussex, UK: Wiley; 2005  



Stages  

of 

Illness  

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

Can Progression and Disability Be Attenuated by Preventing 
Relapses?  

Neurons of 
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INVEGA
®
 SUSTENNA

®  

Significantly Delays Time to Relapse in Schizophrenia  

Hough D. Schizophrenia Research. 2010; 116: 107 -117.  

INVEGA ®  
 

SUSTENN
A®  
N=205  

Placebo  
N=203  

Placebo N=203  
Paliperidone  Palmitate  N=205  
Log- rank test, P -value<0.0001  
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Stages  

of 

Illness  

Can the use of LAIs early in the course of illness 
attenuate the atrophy and clinical decline by 

preventing the ñtoxic effectò of repeated episodes? 

Neurons of 
Patient with 
Schizophreni
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Depression is the most disabling illness in G7, with 
only ~1/3 of treated patients achieving remission  

Source :  
2008 WHO Global Burden of Disease Report  

 
Å~ 33% of treated patients achieve 

remission  
ÅAvailable medications take 6 -12 

weeks to work  
 
 
 



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 

depression  

Zarate  et al. Arch Gen Psychiatry 2006;63:856 ï864  

NMDA, N -Methyl -D-aspartic acid  

Reproduced with permission  

H. Manji , personal communication  



Rapid decreases in high suicidal ideation with  
an NMDA antagonist over 4 hours in  

treatment - resistant depression  

High SSI ( > 4) (n=10)  

Low SSI ( < 3) (n=23)  

Baseline SSI  
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DiazGranados  et al. J Clin  Psychiatry 2010;71:1605 ï1611;  
H. Manji , personal communication  

NMDA, N -Methyl -D-aspartic acid  

Reproduced with permission  



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

Patient Adherence Tools  

Remote 
Monitoring for 

Relapse 
Prediction  

Digital Therapy for  
Cognitive Remediation  

Risk/Early Diagnostics  

 Patient Management 
Programs  
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Core:  

Innovative  

Therapeutic  



Health Science Todayé  and Tomorrow  

Medicine today is built on 
hundreds of years of 
individual observationsé  

What if we could 
integrate  & model 
them instead?  



Å10 year roadmap to target disorders of the 
brain  

ÅMultiple stakeholders with aligned incentives  

ÅWhite House, Congress, DOD, NIH, Industry, 
Academia  

ÅPublic and private funding proposed  

ÅJanssen/J & J is playing a key leadership role  

ÅLeadership: Representative Patrick Kennedy & 
Garen  Staglin  

ÅSome lessons from the semiconductor industry  
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Disease Knowledge Networks:  
multi - level mechanistic hypotheses  

Syndrome  

Symptom/Trai
ts  

Cellular 
Systems/ 
Signaling 
Pathways  

Proteome/  

Metabolome  

Genome  

Modified from http://www.phenomics.ucla.edu/phenomics/cognitive_phenomics.htm 

Human 
Interactome  

Microbiome  

Envirome  

Internal Mind 
State  

Interventions  



Janssen Neuroscience & Museum Dr. 

Guislain  
¸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 Ą reduce stigma 
 

¸Eliminating stigma is the first step in treatment, and 
ultimately cures 
 

  
 

 
 



evolution in the treatment of  
neurological and psychiatric disorders 

Dr. Ludo Lauwers 
Senior Vice-President 

Vice-Chairman Management Board 

Janssen Pharmaceutica NV 



28  

evolution in antipsychotic drug development 
pre-мфрлΩǎΥ ǎǘŀǊǘƛƴƎ position 

ORIGINALLY ONLY ECT, PSYCHOSURGERY, INSULIN SHOCK,...WERE 
USED TO CONTROL PSYCHOSIS 

INSULIN SHOCK 

LOBOTOMY 

LIFELONG 
INSTITUTIONALIZATION  


