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Q.Dr. Levitas, in the past several years, I have

noted that many patients referred to me are

treated with either risperidone (Risperdal) or

quetiapine (Seroquel), and most recently Abilify.

Treatment with antipsychotics is considered a

significant intervention, typically reserved for

patients with definite psychotic disorders or

bipolar disorder. Why are these agents being so

widely prescribed for patients with intellectual

disability?

A.The answer to this requires a very long

historical perspective. 

T h e  f i r s t  a n t i p s y c h o t i c  m e d i c a t i o n ,

chlorpromazine (Thorazine) was discovered in the

early 1950s, in France. It was originally intended

as a pre-anesthetic drug, based on its

antihistaminic sedative properties. It was soon

found that it suppressed hallucinations and

delu s ion a l  th ink ing  in  persons w ith

schizophrenia, and numerous “copycat” drugs

were soon on offer, including thioridazine

(Mellaril) and haloperidol (Haldol). It is difficult to

re-experience now the world of half a century ago.

Vast state hospitals housed huge populations of

persons suffering from psychoses of various

kinds. Most were thought to have some version of

schizophrenia. Hallucinations are not the

romanticized “visions” of 1960s hallucinogens;

they are either terrifying or critical, sometimes

ordering the sufferer to do horrific things, always

experienced as truthful and commanding.

Similarly, delusional thinking gradually separates

the sufferers from reality and from the people they

love and who love them. Absent effective

treatment, these people were condemned to a life

lost to such experiences, with gradual loss of

affect and cognition. What now seem “desperate

cures” were attempted: by various chemical and

physical methods for induction of seizures,

thought to be incompatible with schizophrenia, or

by lobotomy and leucotomy (surgical disruption of

the nerve tracts connecting forebrain and

midbrain). The drugs that suppressed the

hallucinations and delusions that made people

prisoners of the state hospital systems were seen

as miraculous ways out of a dead end.

In accord with the psychodynamic theories of

psychiatric disorders then prevalent, it was

believed that severe anxiety was the basis of

schizophrenia and its symptoms; hence the new

drugs were called “Major Tranquilizers” to

distinguish them from the anxiolytic drugs of the

day, which exacerbated psychotic symptomatology

(and were then called “Minor Tranquilizers” such

as Valium). It was further believed that the then-

unknown mechanisms of action of these drugs

were proportional to their other property, the

ability to induce movements similar to those of

Parkinson’s Disease, the so-called neuroleptic

effect; the drugs were therefore also called

“Neuroleptics.” On this basis clozapine (Clozaril),

discovered in 1959, which lacked apparent

neuroleptic properties, was for decades dismissed

as an ef fect ive antipsychotic. Dosage

recommendations of the time would today be

regarded as outrageous; it was believed that in

order to achieve a robust antipsychiotic response

one had to induce dystonic (Parkinsonian)

movements which could then be reduced with

benztropine (Cogentin) or other anticholinergics.
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In 1973, as a first year psychiatry resident, I was

taught to start chlorpromazine 1200mg/day and

to increase from there, with benztropine 4 to

6mg/day. 

Q.Did this cause problems?

A.These doses routinely produced dystonia and

blood dyscrasias. Neuroleptic Malignant

Syndrome (NMS) was as yet undescribed; every

summer a few patients would develop rigidity and

hyperpyrexia (severe fever), be diagnosed with

“malignant catatonia” and have their already huge

doses of chlorpromazine increased, often with

fatal outcome. 

Q.What about Tardive Dyskinesia? 

A.Tardive dyskinesia was first described in the

German medical literature in early 1957.  It16

was not widely recognized as a public health

problem until about 1980 in the US (Americans

do not pay much attention to Continental

European medical literature, especially if

untranslated). Antipsychotics had been used

earlier in Europe, so it makes sense the delayed

effects would have been seen there earlier. But

the realization that antipsychotic effects did not

require heroic, movement-disorder-inducing doses

to be effective, and the advent of clozapine, came

earlier in Europe than in the US and was not at

first accepted here. 

Q.Why as all this so widely accepted, and so

little questioned?

A.For several reasons. First, in my opinion, as

evidenced from the attitudes I experienced

during my medical education (1968-1972),

persons with psychoses were seen by the general

public and by most medical practitioners as

“different.” They had descended to some marginal,

infra-human status, their suffering indicative of

spiritual weakness, a family humiliation

(psychodynamic theories of the day blamed “the

double bind” style of parenting for schizophrenia-

inducing anxiety). Their prognosis for any kind of

recovery and participation in society was

considered poor to nil. They were packed into vast

psychiatric hospitals in remote areas or consigned

to substandard housing on the margins of society.

Whatever economies could be achieved in their

management were considered a virtue. 

Second, even those of us with a more humane

attitude had nothing else to offer people afflicted

with a dementing illness punctuated by fearful,

crippling hallucinations and delusions. The

antipsychotic medications, whatever their

shortcomings, were far preferable to any of the

earlier alternatives.

Third, it was universally believed that these drugs

were completely benign in their effects. What

common side effects there were, were mostly

confined to the central nervous system and not

life threatening. The blood dyscrasias and NMS

were increasingly rare as typical doses dropped to

the levels we know today (chlorpromazine

300mg/day or the equivalent). There was no

known fatal dose of any neuroleptic drug.

Q.Were antipsychotics used only to treat

schizophrenia?

A.Unfortunately not. Any illness which featured

hallucinations and delusions was treated

with antipsychotics. Major depressive disorder

with psychosis and bipolar disorder were

commonly so treated; until about 1980, when the

use of tricyclic antidepressants and lithium

became widespread, antipsychotics were used as

a kind of all-purpose approach to any major

psychiatric disorder. Remember also that the

mood disorder criteria we have today were not

those in use before 1980, when the DSM-III  was1

published. Both depressive disorders and bipolar

disorder were considered rare until then, the

mood symptoms overshadowed by the psychotic

features in earlier diagnostic schemes.

Q.What is the connection to persons with ID?

A.As I said, any out-of-control behavior tended

to be diagnosed as schizophrenia, or based

upon the same mechanism as schizophrenia

(severe anxiety), and so most of what we would

today recognize in persons with ID as problem

behaviors, all bipolar disorder, and many

depressive disorders were treated with

antipsychotics. Again, the drugs were considered

safe, with no fatal dose; when they did not work

the dose could be raised almost indefinitely, and

in fact at high enough doses the drugs could slow

people down, induce lethargy or a motiveless,

“drugged” state. The drugs could be used in very

unsophisticated ways: start drug, increase if no

effect. No monitoring was thought to be required.

Rarely was this done by psychiatrists, who with

rare exceptions had little interest in or experience

with persons with ID; it is only very recently that

psychiatrists started to consult at developmental
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centers, and psychiatric outpatient programs for

persons with ID remain rare.

Q.What was the result of this?

A.The result was a glaring overuse of

antipsychotic medications in persons with ID.

Since they were rarely used for actual psychotic

symptoms, which is their only real indication,

large doses tended to be reached, and continued

for long periods. Persons with chronic

schizophrenia who experienced side effects could

speak up, or stop the medication; persons with ID

rarely if ever had this option, and so medication

was continued beyond the point where it would

have been stopped in a neurotypical patient.

Tardive movement disorders and other effects

were thought by some to be seen in persons with

“organic brain syndromes at greater frequencies

than in neuroptypical patients,  but this was21

disputed.  NMS was seen in settings rarely5

equipped to recognize and treat this frequently

fatal effect. 

This was to the point that “medication” became

synonymous with antipsychotic medication.

Patients, families and other caregivers made, and

continue in many cases to make, no distinction

between antipsychotic medication and other

psychiatric drugs. 

Dr. Robert Sovner, one of the founding editors of

this journal, once made the bitter joke that “As far

as medicine was concerned, ID was a congenital

Mellaril deficiency.” Mellaril (thioridazine) was the

most widely used antipsychotic medication in

persons with ID; I was taught as a resident in

1973 to 1975 that it had antidepressant

properties, was also antimanic and was so

anticholinergic that drug-induced Parkinsonism

was rare and benztropine (Cogentin) was

unnecessary; it was the Swiss Army Knife of

psychiatric medication. When something “more

powerful” was called for, there was Haldol

(haloperidol). 

Q.Were there any consequences?

A.There certainly were. Tardive dyskinesia, a

hypersensitivity syndrome of drug-induced

parkinsonian movements caused by long-term

exposure to antipsychotics, became a cause-

celebre by 1975, with lawsuits brought by

patients. The first suit was at Boston State

Hospital, in the mid 1970s, and resulted in the

“Roger’s Law” in Massachusetts. According to this

court settlement, a patient must consent to

antipsychotic treatment. If not, a special Roger’s

guardian must be appointed and present to a

judge the reasons the person must be treated with

antipsychotics against his or her will –or inability

to consent—and this also requires extensive side-

effect data. Today, the vast majority of people with

ID would be considered to be unable to have the

capacity to give informed consent to treatment

with antipsychotic medications; thus, Roger’s

guardians are used extensively for people with ID

in Massachusetts. 

Also, in the last 1970s, the ICF-MR (Intermediate

Care Facility for the Mentally Retarded) standards

were developed, including extensive regulation for

the prescribing of psychiatric medications due to

their history with this population. It was not yet

widely recognized that persons with ID could also

have psychiatric disorders, and it was not yet

realized that rapid withdrawal of antipsychotic

medications, and intermittent use (“drug

holidays”) could add withdrawal movement

disorders to tardive movement disorders,  and6,9

initial demands for neuroleptic withdrawal took

neither into account. An OVID database search

using the keywords “neuroleptic withdrawal”

revealed 105 citations, the earliest dating to 1976.

This earliest citation is a French review article;

there is also one in German from a year later,

suggesting this was already a topic of concern in

Europe. Only 4 of the 105 citations refer

specifically to the issue of neuroleptic withdrawal

in patients with ID. An unusually high number of

these citations are for single-case reports, “small

n” observational studies and letters to the editor.

A signal exception is Aman and Singh,  but2

systematic research is sorely lacking, and

clinicians and their observations have led the

way, at least in the English-language literature.

Since neuroleptics had been used to treat or

suppress any and all unwanted behavior, their

withdrawal could result in the emergence of

symptoms of bipolar disorder, depressive

disorders, obsessive-compulsive disorder, and

panic disorder.20

The mechanism of acute and tardive movement

disorders was not entirely understood at first.

Figure 1 shows muscle tone as a balance between

dopaminergic (DA) and cholinergic (ACh) input.

Initially DA blockade by neuroleptics increases

ACh input effect, which can be rebalanced by
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FIGURE 1. SHORT AND LONG TERM RESPONSES OF THE NEUROMUSCULAR SYSTEM

TO NEUROLEPTICS: THE BALANCE OF DOPAMINE (DA) AND ACETYLCHOLINE (ACh) ACTIVITY

blocking ACh receptors with anticholinergic

medication. Over time, upregulation of DA

receptors causes hypersensitivity to DA, which

must be suppressed by further neuroleptic

blockade. Eventually a dose is reached beyond

which this strategy no longer works, and the

hypersensitivity to DA causes movements due to

the exaggerated effects of DA on the

dopamine/acetylcholine balance: oral-buccal

movements and hand tremors are the most

common symptoms, but dystonic movements of

all kinds are possible. Since neuroleptics also

block other neurotransmitter receptors to some

extent, similar hypersensitivity develops in these

systems as well.8

If the neuroleptic is withdrawn, the DA receptors

must downregulate, a process which takes an

unknown (and probably individual) time; until

they do, there is excess DA input, with resulting

involuntary movements.

I can report from my own experience in the early

to mid 1980s that rapid withdrawal of

antipsychotics in persons with ID, undertaken

sometimes with good intentions, at other times to

meet regulation requirements, worsened existing

tardive movement disorders, caused withdrawal

movement disorders, uncovered undiagnosed (and

poorly-treated) psychiatric disorders, and revealed

a new withdrawal phenomenon of emergent

behavior for which there was at first no

name—later this was termed Tardive Akathisia.19

Jus et al.  had early advocated for treatment by10

gradual withdrawal of neuroleptics, over years as

a method of “desensitization.” A common practice

in the early 1980s was to withdraw by 10% of the

starting dose per month. This certainly produced

better results, but withdrawal symptoms remained

a problem, and it was soon found that the only

possible relief was to re-establish DA blockade,

often with higher a dose than the patient had

originally been on. At any rate, the concept of

gradual withdrawal entered clinical practice.17

Indiscriminate use of antipsychotics had been

replaced by indiscriminate antipsychotic

withdrawal, with the result that many patients

ended up on higher doses of antipsychotics than

before, necessary to suppress withdrawal effects.

A more reasonable approach, based on known

biological principles and patient response rather

than abstract calculation and wishful government

regulation, gradually took hold. This process had

to begin with complete psychiatric evaluation to
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FIGURE 2. ANTIPSYCHOTICS WERE ADMINISTERED TO COUNTERACT THE UPREGULATION OF

LIMBIC SYSTEM DOPAMINE (DA) ACTIVITY, CAUSING UPREGULATION OF DA ACTIVITY

IN THE NEUROMUSCULAR SYSTEM AND EVENTUAL HYPERSENSITIVITY.

diagnose any existing psychiatric disorder and

establish when and why neuroleptics had been

started. If possible the disorder had to be treated

effectively before the neuroleptic was withdrawn;

for example, bipolar disorder could be treated by

starting mood stabilizing medication. When the

patient was stable, withdrawal of the neuroleptic

could be undertaken.

Q.How could this be done with the least

possibility of harm?

A.Biochemical processes, based on enzyme

kinetics, are rarely if ever “straight line

processes,” with chemical outcome directly

proportional to chemical input (in this instance,

drug dose). The chemical results, in this case DA

downregulation, follow some curvilinear pattern,

as illustrated in Figure 3.

A rigid 10% per month withdrawal rate would at

some point cross the curve of the DA

downregulation process, at which point

withdrawal symptoms were sure to occur. It

makes more sense to begin by withdrawing 10%

of the initial dose (or close to that; often, available

doses of medication made it impossible to create

the necessary dose increments) and observing the

patient for withdrawal symptoms. These might

occur within weeks; if not, a second 10% of the

initial dose could be withdrawn after a month,

and this process could be repeated until

withdrawal movements were observed. The patient

could then be observed for resolution of the

withdrawal symptoms, and a new tapering

schedule could be devised, e.g. withdrawal of 5%

or 10% of the initial dose every two or three

months, slowing to every six months if withdrawal

symptoms again emerged. This could not be an

automated, rigid process; it required active

monitoring and flexible dosing and timing. 

Q.Were there any other effects of neuroleptic

withdrawal?

A.Yes, and not all expected, although some

might logically have been anticipated. The

most famous is Mellaril Withdrawal Cachexia,15
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FIGURE 3. HYPOTHETICAL NEUROTRANSMITTER RECEPTOR SENSITIVITY DOWNREGULATION

AND PATHS OF TWO RIGID AND ONE FLEXIBLE DRUG WITHDRAWAL REGIMEN. THE FLEXIBLE

REGIMEN APPROXIMATES THE CURVE OF THE DOWNREGULATION PROCESS

the term applied to dramatic loss of appetite and

weight when a neuroleptic is withdrawn. Most

often the effect is time-limited, but the symptom

is alarming and sometimes it is necessary to

restore a higher dose of the neuroleptic, wait for

the patient’s appetite and weight to stabilize, and

resume a slower withdrawal. Neuroleptics,

particularly Mellaril, are known to increase

appetite and weight; it should not have been

surprising to see withdrawal cachexia. Some of

the patient’s weight may have been due to long

exposure to the drug in the first place.

Neuroleptic Malignant Syndrome (NMS) can occur

with any change in neuroleptic dosage, whether

increase or decrease ; frequent changes of dose3

increases the risk, although probably not as much

as high doses. Dehydration is a known risk factor,

as are previous episodes of NMS; patients at

known risk (those with previous episodes, those

with history of Malignant Catatonia, those with

Rubinstein-Taybi Syndrome.11

Withdrawal symptoms based on other

neurotransmitter systems occur.12,13,14,18

Q.How does one withdraw Cogentin and other

anticholinergics?

A.Good question. There is no research on this

whatsoever.  Again, biochemistry is seldom if4

ever a matter of straight-line, proportional

responses; it makes no sense to expect good

results by withdrawing, say, 25% of the Cogentin

for each 25% of neuroleptic. We simply do not

know if there is any relationship between rates of

downregulation of DA and ACh. It makes sense to

try to withdraw anticholinergics in some kind of

proportion to withdrawal of neuroleptics and

observe the patient for emergent movements,

restoring doses and trying again when necessary.

Q.What do you do if the patient’s life

deteriorates significantly every time the dose

of neuroleptic is tapered below a certain point?

A.That brings us to the availability of the

Second Generation Antipsychotics (SGAs),

and puts us in striking range of answering the

question that began this article: Why are so many

people on SGAs? I will continue in Part 2.
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