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MORTALITY "GAP" ON SMI

Average age of death (2010):
62.2 yo SCH

73.4 yo general pop



MORTALITY "GAP" ON SMI

Mean age at death increased from 
57.6 years in 1984 to 70.1 years in 

2014 in persons with schizophrenia, 
and from 70.9 to 77.5 years in the 

general population.

The SMRs for cardiovascular and cancer 
deaths showed increasing trends.



MORTALITY "GAP" ON SMI

Standardized mortality ratios 
(SMRs) (2016):

natural-cause (1.80 [1.74–1.85])
unnatural-cause (6.97 [6.47–7.49])

Life-years lost (LYLs) (2016):
Men and women with schizophrenia had 9.53 years 

and 8.07 years of excess LYLs, respectively.

Respiratory diseases, cardiovascular diseases, and 
cancers accounted for the majority of deaths.



MORTALITY "GAP" ON SMI

Standardized mortality 
ratios (SMRs) (2015):

4.9 (95% CI 4.7–5.1) all SCH
4.4 (95% CI 4.2–4.6) SCH (no SUD)

6.6 (95% CI 6.5–6.8) SUD
7.4 (95% CI 7.0–8.2) SCH + SUD



MORTALITY "GAP" ON SMI

Cause of death (COD) (2015):
Heart disease and cancer was the first and the

second leading COD throughout the study years



DISABILITY "GAP" ON SMI



TRIP TO THE PAST...

In 1674, Thomas Willis, the famous British physician who identified glycosuria as a sign of diabetes, was the first to address 
the natural history of comorbid depression and diabetes when he wrote that diabetes was caused by “sadness or long 
sorrow and other depressions.”

Henry Maudsley, 1898

“Besides the psychic disorders, there are also in the physical domain a series of morbid phenomena to

record... The obscurity... has been a frequent motive for an examination of the blood picture and of

metabolism, but the endings up to now are not very satisfactory.”

—Emil Kraepelin, 1913



TRIP TO THE PAST...

1952 the first antipsychotic
arrived (chlorpromazine).

The connection remained
forgotten for almost 50 years.



MetS FROM THE BEGINING



MetS FROM THE BEGINING



SCH AS A SYSTEMIC DISORDER



SCH AND FETAL PROGRAMMING



INCEPTION



Early epigenetic
modifications might 
predict similar evolutive
Physical/weight changes?

OLZ

CLZ

FEP TRS



MetS AND ANTIPSYCHOTICS
Psychiatryc illness

Vancampfort et al., 2012

Poor life-style behaviours

Jackobsen et al., 2018

Poor medical monitoring

Vancampfort et al., 2012

Pro-inflamatory states

Radhakrishnan et al., 2017

“Accelerating aging”          

Ridout et al., 2018

Psychopharmacological

Correll et al., 2015 and 2017

Genetic risk

Gebhardt et al., 2010

Epigenetic modifications

Cariaga-Martine et al., 2017

Weight gain​​ Diabetes risk​​

SGA​ Clozapine​​ Severe​​ Severe​​

Olanzapine​​ Severe​​ Severe​​

Quetiapine​​ Intermediate​​ Significant​​

Risperidone​​ Intermediate​​ Low/neutral​​

Paliperidone​​ Intermediate​​ Low/neutral​​

Asenapine Intermediate​​ Low/neutrala

Lurasidone​​ Low/neutral​​ Low/neutrala

Aripiprazole​​ Low/neutral​​ Low/neutral​​

Ziprasidone​​ Low/neutral​​ Low/neutral​​

FGA​​ Chlorpromazine​​ Significant​​ Significant​​

Haloperidol​​ Intermediate​​ Low/neutral​​

Fluphenazine​​ Low/neutrala Low/neutrala

Perphenazine​​ Low/neutrala Low/neutral​​

aMore data needed​​



CARDIOVASCULAR RISK FACTORS

NON-MODIFIABLE

• Genes

• Age

• Gender

• Ethnicity

• Famiy history

• ...

MODIFIABLE

• Tabacco / Alcohol

• High blood preassure

• Hyperlipidemia

• Diabetes

• MetS

• Physical inactivity

• Obesity (abdominal)

• Unhealthy diet

• Psychosocial factors

• …



CLOZAPINE



CLOZAPINE AND MetS

50 pacientes incluidos (06/ 2015-06/2019)

Agudos HCP 

CSM Esquerra Eixample, CSM Sants, CSM Montjuic, Hospital de Día Corcega

Inicio 35 ambulatorios 15 Ingresados

Diagnostico 40 Esquizofrenia y psicosis relacionadas 10 Trastorno Bipolar



SCH AND EATING PATTERNS



CLOZAPINE AND FOOD PREFERENCES
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CLOZAPINE AND FOOD PREFERENCES



CLOZAPINE AND FOOD PREFERENCES

SIMPLE CARBOHYDRATES 
+ TRANS FAT

• (e.g. processed sugar, fruit, 
dairy)+(e.g. fast food)

COMPLEX CARBOHYDRATES
+ PROTEINS

• (e.g. breads, vegetables, nuts, 
legumes)

SATURATED FAT

• (e.g. fatty meat, butter)



CLOZAPINE AND FOOD PREFERENCES



CLOZAPINE AND FOOD PREFERENCES

* p<0.05

* p<0.05



CLOZAPINE AND ITS "MORTALITY" ROLE



CLOZAPINE AND ITS "MORTALITY" ROLE



TAKE HOME MESSAGES

• SMI patients have experienced an increase on the mortality gap in 
comparison with general population in the last 30 years

• COD are related to cardiovascular risk factors

• AP such as clozapine and olanzapine may influence on this mortality 
gap

• Underlying mechanisms not deeply studied are related with changes 
on food preferences

• AP may only influence changes on food preferences on NW SCH 
patients (complex-CH, proteins)

• Fast food consumption/craving might be related with AIWG



Gracias por su atención!

Magarriga@clinic.cat


