
PHYSICAL HEALTH PROBLEMS IN 

SERIOUS MENTAL ILLNESS:

POSSIBLE SOLUTIONS

Marc De Hert



Disclosure

ÅCurrents research grants: Astra Zeneca, BMS, Eli Lilly, 

Janssen Pharmaceutica, Lundbeck, Pfizer, Sanofi-

Aventis

ÅAdvisory boards: Astra Zeneca, BMS, Eli Lilly, Janssen 

Pharmaceutica, Lundbeck, Pfizer, Sanofi-Aventis





Compared with the general population, persons with major 
mental illness lose 25ς30 years of normal life expectancy

Lutterman et.al.  Sixteen State Study on Mental Health Performance Measures. DHHS Publication No. (SMA) 03-3835  Rockville, 

MD: Center for Mental Health Services, Substance Abuse and Mental Health Services Administration, 2003  Colton CW, 

Manderscheid RW. Prev Chronic Dis. Available at: http://www.cdc.gov/pcd/issues/2006/apr/05_0180.htm

Year AZ MO OK RI TX UT

1997 26.3 25.1 28.5

1998 27.3 25.1 28.8 29.3

1999 32.2 26.8 26.3 29.3 26.9

2000 31.8 27.9 24.9

Mortality Associated with Major Mental 

Disorders: Mean Years of Potential Life Lost
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*Average data from 1996-2000. 

Lutterman et.al. DHHS Publication No. (SMA) 03-3835. Rockville, MD: Center for Mental Health Services, Substance Abuse and 

Mental Health Services Administration, 2003. Colton CW, Manderscheid RW. Prev Chronic Dis [serial online] 2006 Apr [date 
cited]. Available at URL: http://www.cdc.gov/pcd/issues/2006/apr/05_0180.htm
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Cardiovascular Disease Is Primary Cause of Death in 
Persons with Mental Illness*



ÅN death = 19,735 or 29.5%

Å4,128 died before age 50 y (20.9%)

ÅAfter start FU 637 suicides in current use 

sample (15.5%)

ÅCVD main cause of death



Estimated prevalence and relative risk (RR) of modifiable 

CVD risks factors in schizophrenia and bipolar disorder 

compared to the general population

Modifiable risk factors Schizophrenia

Prevalence         RR 

Bipolar Disorder

Prevalence        RR

Obesity 45-55% 1.5-2 21-49% 1-2

Smoking 50-80% 2-3 54-68% 2-3

DM 10-15% 2-3 8-17% 1.5-3

Hypertension 19-58% 2-3 35-61% 2-3

Dyslipidemia 25-69% ¢5 23-38% ¢3

MetS 37-63% 2-3 30-49% 2-3

Correll CNS Spectr 2007; De Hert et al., World Psy 2009



DM in SMI patients

ÅPrevalence of DM in SMI patients is higher compared 
with the general population

ïschizophrenia, bipolar disorder and schizoaffective 
disorder: 2-3 times higher 

ïdepression: 1.2-2.6 times higher

ÅLƴŎǊŜŀǎŜ ƛƴ ΨǿŜƭƭ-ŜǎǘŀōƭƛǎƘŜŘΩ 5a Ǌƛǎƪ ŦŀŎǘƻǊǎ ǇǊƻōŀōƭȅ 
accounts for much of the increased risk in these 
patients



CVD in SMI patients

ÅPatients with SMI are at significantly higher risk for 
cardiovascular morbidity and mortality than their 
counterparts in the general population

ïschizophrenia and bipolar disorder: up to 3 fold 
higher
ïdepression: up to 5 fold higher

ÅExcess CVD is multifactorial and likely includes genetic 
and lifestyle factors as well as disease specific and 
treatment effects



Coronary heart disease (CHD) in SMI

ÅWill become the leading cause of death in developing countries and 
emerge as the leading cause of death in the worldduring the 21st

century

Å Risk of CHD higher in SMI patients

ïschizophrenia: 2 to 3.6-fold increased risk

ïbipolar disorder: 2.1-fold increased risk

ïmajor affective disorder: 1.7 to 4.5-fold increased risk of 
myocardial infarction

Å Depression increases risk of death or nonfatal cardiac events 
approximately 2.5-fold in patients with CHD 



Cerebrovascular disease (CVD) in SMI

ÅRisk of CVA higher in SMI patients

ïschizophrenia: 1.5 to 2.9- fold increased risk 

ïbipolar disorder: 2.1 to 3.3 fold increased risk 

ïmajor affective disorder: 1.2 to 2.6 fold increased 
risk 

ÅObesity, diabetes, CVD as well as depressive symptoms 
are recognized as risk factors for CVA



Sudden cardiac death (SCD) and 

psychotropics

ÅPatients with schizophrenia are three times as likely to 
experience SCD as individuals from the general population

ÅDose-related increased risk of SCD found for both conventional 
and atypical antipsychotics

ï1.31 vs. 1.59 (low dose, CPZ equivalents <100 mg)
ï2.01 vs. 2.13 (moderate dose, CPZ equivalents 100-299 mg) 
ï2.42 vs. 2.86 (high dose, CPZ equivalents ²300 mg)

ÅDose-related increased risk of SCD found in current users of 
tricyclic antidepressants 

Ray WA et al. N Engl J Med 2009



Weight liability of psychotropic agents used in SMI

Drug class Weight loss Relatively 

weight neutral

Weight gain

Antidepressants Bupropion

Fluoxetine

Citalopram

Duloxetine

Escitalopram           

Nefazodone

Sertraline

Venlafaxine

Substantial

Amitriptyline

Imipramine

Mirtazapine

Intermediate

Nortriptyline

Paroxetine

Anticonvulsants/ 

Mood stabilizers

Topiramate

Zonisamide

Lamotrigine

Oxcarbazepine

Substantial

Lithium

Valproate

Intermediate

Carbamazepine

Gabapentin

Antipsychotics Aripiprazole (in pre-treated

individuals)

Molindone (in pre-treated

individuals)

Ziprasidone (in pre-treated

individuals)

Amisulpride

Aripiprazole

Asenapine

Fluphenazine

Haloperidol

Lurasidone

Perphenazine

Ziprasidone

Substantial

Chlorpomazine          

Clozapine

Olanzapine

Intermediate             

Iloperidone               

Quetiapine              

Risperidone           

Thioridazine                

Zotepine

WPA position statement: De Hert et al., World Psy 2011



Approximate relative likelihood of metabolic 

disturbances with antipsychotic medication

Medication Risk for MetS

Chlorpromazine

Clozapine

Olanzapine

High (?, limited data)

High

High

Quetiapine Moderate

Amisulpride

Iloperidone

Paliperidone

Risperidone

Sertindole

Mild

Mild (?, limited data)

Mild

Mild                                              

Mild

Aripiprazole

Asenapine

Haloperidol

Lurasidone

Perphenazine

Ziprasidone

Low                                       

Low (?, limited data)

Low

Low (?, limited data)

Low

Low

WPA position statement: De Hert et al., World Psy 2011




