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Contrasting views of ‘antipsychotics’:
‘Miracle cures’

“For the first time, public mental 
institutions could be regarded as 
true treatment centres, rather 
than as primarily custodial 
facilities” Davis and Cole, 1975



• “a drug prison” “living hell” (from 
breggin.com)

• “a wrecking ball to the cathedral 
of my mind” (Oaks, 2011)

• “Satan in a flipping pill” 
(askapatient.com)



Some psychiatric drugs can be useful in some situations, 
but we fundamentally misunderstand what they do



The misconception:
Accepted view is that drugs correct an underlying 
biological abnormality – a “normalising effect”  (Davis 1980)

Chemical imbalance Abnormal neural circuitry
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This view has been widely promoted by the 
pharmaceutical industry, and psychiatric information 

and texts

• ‘imbalances of certain chemicals in 
the brain are thought to lead to the 
symptoms of the illness. Medicine 
plays a key role in balancing these 
chemicals’ Pfizer, 2006, on 
schizophrenia 

• ‘psychiatric medications can help 
correct imbalances in brain chemistry 
that are thought to be involved in 
some mental disorders’’ APA 
information leaflet, Jan 2021

• ‘Abnormalities of serotonergic 
function are believed to be important 
in depression, anxiety, psychosis’ Core 
Psychiatry, 2008, P 582



Models of drug action

Disease centred model Drug centred model

Drugs correct an abnormal brain 
state

Drugs create an abnormal/altered 
brain state

Therapeutic effects arise from 
drugs effects on the biological  
mechanisms that produce 
symptoms 

Useful effects are a consequence of 
drug-induced changes to normal 
brain functioning being 
superimposed on symptoms 
(unwanted thoughts, feelings and 
behaviour)

Example (general medicine): 
asthma treatments, aspirin, 
paracetamol 

Examples: alcohol for social 
anxiety, opiate anaesthetics



The drug centred model 
highlights the fact that psychiatric 

drugs are psychoactive 
substances

• Change the normal state of the body and the brain

• Changes are manifest in changes in mental activity 
(sensation, thought, emotion),  behaviour and 
physical functioning 

• Linked physical alterations (eg drug-induced 
sedation has mental and physical components)

• Can produce euphoria or dysphoria to different 
degrees and with individual 
variation/preference



Drug-induced changes
Short-term use:
• Immediate changes
• Persistent changes

Long-term use:
• Long-term changes due to drug impact
• Adaptations

Withdrawal
Withdrawal effects- short and long-lasting 

Legacy effects 
Persistent changes (after drug has been reduced or 
stopped)

NB Changes occur at level of the body and brain and are 
manifested in mental and physical changes and 
symptoms  



Drug-induced changes 
e.g. haloperidol

effect mechanism Experience/symptom

Immediate changes DA2 blockade and other 
neurotransmitter changes

Sedation, reduced mental activity 
and emotional reactivity, 
Parkinsonism

Long-term changes 
DA2 blockade etc

? adaptive increase in dopamine 
activity and other NT changes

Reduced brain volume

Sedation, reduced mental activity 
and emotional reactivity, 
Parkinsonism

Tardive dyskinesia
Super-sensitivity psychosis

?

Withdrawal Rebound increase in dopamine and 
other neurotransmitter activity

Agitation, insomnia, 

Psychosis

Persistent effects ? increased dopamine activity/other 
NT changes; ? structural damage

Tardive dyskinesia



Prior to the 
1950s, drugs 
understood as 
acting 
according to a 
drug-centred 
model





‘Antipsychotics’/neuroleptics

• When the first ‘antipsychotics’ 
(e.g. chlorpromazine) were 
introduced into psychiatry in 
France in 1952, they were initially 
regarded as special sorts of 
sedative 

• Referred to as “neurological 
inhibitors,” then as a 
“neuroleptics” and major 
tranquilisers







Specificity of neuroleptics/antipsychotics 

• During the 1960s they came to 
be seen as working in a  more 
targeted or specific manner

• “they appear to do more than 
tranquilise” (Henderson & 
Gillespie 1962). 



By 1970 they were regarded as disease-centred 
treatments that targeted the biological basis of 

psychiatric symptoms 



Specificity of antidepressants

• Early antidepressants were described as being similar to stimulants

• By 1960s, antidepressants “appear to act specifically against depressive 
symptoms” (Dally, 1967)





Drug classification and terminology 
reflect these changes:

Pre 1950s- drug centred:

• Sedatives

• Stimulants

Post 1950s- disease centred:

• Antipsychotics
• Antidepressants
• Anxiolytics
• Mood stabilisers
• Hypnotics
• Treatment resistant psychosis



This transformation does NOT occur 
because of accumulating evidence for the 
disease-centred model 

There was, and is, very little support for 
the disease-centred model (the idea that 
drugs target underlying abnormalities)



Evidence for disease-centred model of 
drug action

Placebo controlled trials do not distinguish 
disease-centred from drug-centred model

Ideas about mental disorders being caused by 
deficiencies or abnormalities of brain chemicals 
(e.g. serotonin, noradrenalin, dopamine etc) 
have not been substantiated  



The dopamine hypothesis of schizophrenia and 
psychosis: the evidence

• Effects of antipsychotics - dopamine not central for all antipsychotics (Yilmaz et al, 2012)

• Stimulant induced psychosis not pinned down to dopamine

• Measures of dopamine and dopamine receptors are negative or drug-induced 

• Other studies of dopamine activity inconsistent and confounded by stress, arousal, 
movement etc 

References:
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‘Antipsychotics, dopamine D2 receptor occupancy 
and clinical improvement in schizophrenia: a meta-

analysis’ Yilmaz et al, 2012

• RESULTS: The first step of the meta-analysis confirmed the positive relationship 
between antipsychotic medication and clinical improvement in SCZ (ES=1.36; 
95% CI: 1.13-1.60). The second step of our analysis revealed that when D₂ 
occupancy was limited to less than 80% in order to control for the appearance 
of extrapyramidal symptoms, high D₂ occupancy was correlated with 
reduction in clinical scores (r=0.4, p<0.001) for medications other than 
clozapine or quetiapine.

• Actually NO association found even excluding quetiapine and clozapine until 
an outlier study was excluded

• CONCLUSIONS: Our results suggest that D₂ occupancy is a contributing factor 
for the mechanism of antipsychotic effect in SCZ for some but not all 
antipsychotic medications.







• Serotonin in body fluids
• Serotonin metabolite in CSF
• Serotonin receptors
• Serotonin transporter protein (SERT)
• Tryptophan depletion studies
• SERT gene studies and gene-stress interaction 

studies



The drug-centred model of 
antipsychotic action: 

what sort of mental and 
behavioural alterations do 
antipsychotics produce?



Antipsychotic drug-induced effects

• Animal/healthy volunteers studies1-7

1. Baldessarini, 1985; 2. Gemperle et al, 2003; 3. Rosengarten et al, 2002; 4. Fagan et al, 1991; 5. McClelland et al, 1990; 6. Ramaekers et al, 
1999 etc. 7. Healy & Farquhar, 1999

Subjective 
effects:

⁻ Sedation 
⁻ Emotional 

flattening 
⁻ Indifference 
⁻ Reduced 

initiative 

Antipsychotics 
reduce:

⁻ Movement 
⁻ Attention 
⁻ Reaction times
⁻ Co-ordination
⁻ Intellectual 

abilities
⁻ Spontaneous 

activity



Patient accounts of the alterations 
produced by ‘antipsychotics’

Comments from ‘askapatient.com’

• Mental and physical stagnance

• Emotionally empty, dead inside

• A weird spacey empty feeling

• Lethargy and indifference
(Moncrieff et al, 2008)



In 1950s Deniker (and others) proposed that 
‘antipsychotics’ (early ones) worked because 
they produced a mild form of Parkinson’s 
disease

The emotional suppression or indifference 
they produced reduced the impact of 
psychotic symptoms: ‘patients simply lose 
interest in their delusions’

‘Experimental neurological syndromes and 
the new drug therapies in psychiatry’ 
Comprehensive Psychiatry, volume 1, 1960.



Delay & Deniker, 1952

“the apparent indifference, or delay in response to 
external stimuli, the emotional and affective 

neutrality, the decrease in both initiative and 
preoccupation without alteration of conscious 

awareness or in intellectual faculties, constitute the 
psychic syndrome due to treatment”



Early observations of drug-induced 
effects of antipsychotics

‘From the beginning it was evident that no 
lines of demarcation could be drawn between 
therapeutic degrees of reduced psychomotor 
activity and early symptoms of parkinsonism…  

Clinical evidence therefore, indicated that the 
therapeutic function of chlorpromazine and 
reserpine could not be separated from their 
modifying influence on the function of the 
subcortical motor system in transacting 
volitional, affective and intentional functions’ 
(Freyhan, 1959) (P10). 



The main impact of antipsychotics is on behavioural disturbance, emotional state 
and cognitive preoccupation 

Dimension of psychotic 

experience

Reduction in dimension after 6 

weeks of antipsychotic 

treatment

Behavioural impact 64%

Cognitive preoccupation 51%

Emotional involvement 56%

Conviction 25%

External perspective 0

Mizrahi et al, 2006

Impact on symptoms



askapatient.com

“Although I felt very well, I felt as if I had 
absolutely nothing to talk about. I kept 
wondering about whatever [it] was that 
had been so interesting during most of 
my life that I had suddenly lost… But I 
was very much in contact with reality 

and for that I was thankful” 
(haloperidol)



“Rottenly normal”  
(Oliver Sack’s 

brother)



A drug centred approach to the 
treatment of psychosis

• Immediate effects of antipsychotics may be useful 
to suppress acute psychotic symptoms- but they 
are disliked and alternative approaches may be 
possible (Francey et al, 2020)

• ? Benefits of long-term treatment are less clear



Efficacy of antipsychotics 



Are antipsychotics needed for an acute episode 
of psychosis?

• Minimal medication approaches have had 
some success in the past: e.g. the Soteria
project (reviewed by Cooper et al, 2020)

• Recent pilot trial (Francey et al, 2020) showed 
no difference between placebo and 
antipsychotics on primary outcome at 6 
months (SOFAS) in context of intensive, high 
quality psychosocial care 



Evidence for the benefits of long-term treatment 
with antipsychotics

Leucht et al, 2012. 
• Meta-analysis: 65 RCTs, total n = 6493 patients
• Relapse - maintenance treatment: 22%
• Relapse - antipsychotic discontinuation: 57%



RCTs of antipsychotic discontinuation show that it 
is associated with higher relapse rates compared to 

maintenance treatment (Leucht et al, 2012)
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Limitations of antipsychotic 
maintenance studies

• Evidence consists of antipsychotic discontinuation studies, 
which are confounded by adverse effects of 
discontinuation 

• Most studies less than 6 months – only 6/65 trials in Leucht
et al lasted > 1 year

• Little data on outcomes other than relapse



Cohort studies finding better outcomes for people with 
psychosis not taking antipsychotic medication compared 
with those taking continuous antipsychotic medication:

• Harrow et al, 2007; 2012 (Chicago)
• Morgan et al, 2014 (AESOP study)
• Wils et al, 2017 (OPUS trial)
• Moilenan et al, (Northern Finnish birth cohort, 

2016)



Harrow et al, 2012

Figure 1. Relationship between recovery and use of antipsychotics in schizophrenia (SZ). *p < 0.01, 
**p<0.001 



Fig. 2 

Schizophrenia Research 2017 182, 42-48DOI: (10.1016/j.schres.2016.10.030) 
Copyright © 2016 Elsevier B.V. Terms and Conditions

http://www.elsevier.com/termsandconditions


JAMA Psychiatry. 2013;70(9):913-920. doi:10.1001/jamapsychiatry.2013.19

Recovery, Symptomatic Remission, and Functional Remission After 7 Years of Follow-up
Figure Legend:

Wunderink et al, 2013 - 7 year follow-up



Wunderink et al, 2013

But long-term outcomes may be different: 
Wunderink et al, (2013): 7 year follow-up of a 
randomised trial

Figure 1. Time to first relapse after first remission (t6) during 7 years of follow-up in 
patients assigned to 18-months (547 days) of dose reduction/discontinuation (DR) or 
maintenance treatment (MT) 

• DR = dose 
reduction/
discontinuation

• MT = 
maintenance 
treatment





Antipsychotics and sudden death. Ray et al, 2009, NEJM







Sexual side effects very common



Antipsychotics and brains: evidence of brain 
volume reduction with antipsychotics

• Cross-sectional studies
• Longitudinal studies 
• Animal studies 
• Meta-analyses 



Antipsychotics cause brain shrinkage : 
Animal studies 

• Dorph-Petersen et al, 2007: Macaque monkeys, 
18 months.

Brains of drug treated monkeys were 8-11% 
lighter 

• Vernon et al, 2011: Rats treated for 8 weeks. 6-
8% decrease in WBV, mostly in frontal cortex





Antipsychotic reduction and discontinuation 
trials ongoing:

RADAR trial, UK

HAMLETT trial, the Netherlands; 

REDUCE trial, Australia; 

TAILOR study, Denmark; 

Gadem trial, Taiwan



Bipolar disorder: what is it? 
• Classical ‘manic 

depression’ (bipolar 1)

• Bipolar II

• Bipolar spectrum disorder

• ‘Mood instability’

• Paediatric bipolar 
disorder



Bipolar expansion

• 20th century: Manic depression (classical 
bipolar 1) affects less than 1 in 1000 people 
(Healy et al, 2008) 

• Angst et al 1998 suggest: 5% have bipolar 1; 
11% have bipolar 2

• Angst et al 2003 suggest; 24% have ‘bipolar 
spectrum’



Bipolar symptoms test

• Does your self confidence range from great self doubt to equally great over-confidence?
• Are there great variations in the quantity and quality of work you produce?
• Do you have periods of dullness and other periods of creative thinking? 

‘symptoms’ are on a continuum with ordinary character 
traits and everyday mood variation and functioning-
therefore anyone can view themselves as having it





There’s no such thing as a ‘mood 
stabiliser’

• Concept established by Abbot Laboratories to market Depakote in 1990s 
(Harris et al, 2003)

• All so called ‘mood stabilisers’ are sedative agents 

• Volunteers studies show lithium does not reduce mood fluctuations (and 
no research on other medications)

• Research on ‘mood stabilisers’ shows that continuation treatment reduces 
the risk of relapse (mostly of mania) compared with discontinuation in 
people with classical manic depression or bipolar 1

• Significant discontinuation effect

• Almost no research  in people who have other types of bipolar disorder



Discontinuation effects in a maintenance treatment 
trial



The drug-centred model of 
antidepressant action: 

what sort of mental and behavioural 
alterations do antidepressants 
produce? 



Antidepressant-induced alterations: volunteer 
studies and patient reports of alterations

Tricyclics

• Sedation
• Cognitive impairment
• Dysphoria

SSRIs 

• More subtle
• Emotional numbness
• Reduced libido and other 

sexual dysfunction
• Lethargy
• Agitation especially in younger 

people (possibly associated 
with suicidal impulses and 
aggression)  

• Dysphoria at higher doses



SSRI antidepressants

Type of change mechanism experience

Immediate changes ? Increased serotonin 
activity

Emotional blunting, sexual 
dysfunction, lethargy, 
agitation

Long-term effects ? Emotional blunting, sexual 
dysfunction, lethargy –
maybe worsening

Withdrawal effects ? agitation, anxiety, 
dizziness, loss of balance
etc

Persistent effects ? sexual dysfunction, others?



The drug-centred model of 
antidepressant action

• Interaction of psychoactive effects and 
symptoms may lead to lessening or obscuring 
of symptoms e.g. emotional numbness may 
reduce intensity of emotions 

• Placebo and amplified placebo effects also 
relevant



Are these effects useful in depression?  

• Difference between antidepressants and placebo is 0.3 
SMD

• Equates to around 2 points on Hamilton Rating Scale for 
depression (maximum points 54)



Implications of different models of drug action: the 
disease-centred model

Drugs reverse or ameliorate an unwanted 
biological process or ‘disease’ that gives 
rise to symptoms

Forced treatment justified because most 
people agree that disease is a bad thing 
and that brain disease can affect 
judgement



Implications of the Drug-centred model

Psychoactive drugs change people’s usual selves or 
character to varying extents

Forced treatment means that other people prefer the 
drug-induced state to the individual’s previous behaviour 
– when ‘treatment’ is given long-term this can be 
thought of as character modification using drugs



Democratic, consensual drug 
treatment

• Psychoactive drugs change people’s usual selves or 
character to varying extents

• People’s response to drug-induced effects vary (how 
much they like them, whether they find them useful)  

• Antipsychotics can reduce psychotic symptoms and 
anxiety, but also suppress emotions and general 
thinking 

• If the drug is prescribed to help the individual (not for 
social control) then the individual has to find the drug 
effects preferable (less disabling and unpleasant) to 
their symptoms



Why these issues are important

“Unfortunately, my personality has been 
so stifled that I sometimes think that the 
richness of my pre-injection days - even 
with brief outbursts of madness - is 
preferable to the numbed cabbage that I 
have become. I am advised by all doctors 
to continue with my injections and will do 
so, but in losing my periods of madness I 
have to pay with my soul, and the price 
of health seems twice as high as Everest.”

Peter Wescott, 1979, BMJ
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