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Q. Dr. Levitas, in Part I of this article  we set14

out to answer the question: why so many
patients referred to us are treated with either
risperidone (Risperdal) or quetiapine (Seroquel),
and most recently aripiprazole (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 requires a long historical
perspective, and in Part I we recounted the

history of antipsychotic use in persons with ID
through about 1990. In summary, the “first
generation” antipsychotic drugs, also called
neuroleptics because of their induction of drug
induced-Parkinsonian movements (neuroleptic
effect), were the first successful treatments of
psychotic symptoms (hallucinations and
delusions), but were used, for lack of better
alternatives, to treat a host of behavioral problems
believed at the time to be based on the same
processes that produced psychotic symptoms,
resulting in a large population of persons with the
long-term (“tardive”) side effects of neuroleptics.
Withdrawal of the drugs proved problematic, since
withdrawal dyskinesias were identical to tardive
dyskinesias and there was no easy way to avoid
these and other consequences of neuroleptic
withdrawal.

Q.How did the situation change in the early
1990s? 

A.The first non-neuroleptic antipsychotic,
clozapine (Clozaril), became available. Widely

used in Europe for decades, clozapine had
virtually no neuroleptic effect. The risk of
movement disorder was very small. It was also a
superior antipsychotic, causing remission of
hallucinations and delusions in persons who had
not responded, or responded incompletely, to
neuroleptics.

Q.What was so different about clozapine?

A.The mechanism of action of neuroleptics was
thought to be their effects on the

neurotransmitter dopamine (DA), specifically
blockade of overactive postsynaptic DA receptors
in the limbic system. The side effects were
thought to be a result of unwanted blockade of
underactive DA receptors in the forebrain, and of
extrapyramidal tracts of the motor system. It was
long known that there are subtypes of DA receptor
(and for that matter, of all other neurotransmitter
receptors); therapeutic effects of neuroleptics were

2thought to be due to their blockade of the D
receptors in the limbic system (with unwanted

2 blockade of D receptors in the forebrain causing
worsening of the negative symptoms of
schizophrenia), and extrapyramidal symptoms

1(e.p.s.) caused by blockade of D  receptors in the
motor system. These were, for a long time, the
only DA receptor subtypes known. There are, in

3 4 fact, a D  and a D receptor. Moreover, by 1990 it
was long known that there was complete
integration and interconnection of various
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neurotransmitter systems, such that serotonin
( 5 H T )  m o d i f i e d  t h e  e f f e c t s  o f  D A
neurotransmission. Clozapine, and the other non-
neuroleptic antipsychotics that came after it, are

4known to bind to the D  receptor and 5HT
receptors  and, in contrast to be less tightly8

2bound than neuroleptics to the D  receptor.10

These and other chemical differences have been
proposed as the basis for these drugs’ superior
performance as schizophrenia treatments: less
forebrain DA blockade, yielding relief from
hallucinations and delusions with significantly
less worsening of negative symptoms because of
less forebrain DA blockade, and less risk of
movement disorders. 

Q.Were these drugs really so new? 

A.Clozapine and risperidone (Risperdal) had
been in use in Europe for many years, but

they were novel in the United States, giving rise to
their first title, “Novel Antipsychotics”. Later,
when olanzapine (Zyprexa), quetiapine (Seroquel),
ziprasidone (Geodon) and aripiprazole  (Abilify)
were introduced, from 1996 to 2003, the term
“Second Generation Antipsychotics” (SGAs) was
coined. Neuroleptics are increasingly being
referred to as “First Generation Antipsychotics”
(FGAs). 

Q.Were the claims that the SGAs were great
advances justified?

A.They were certainly greeted with enthusiasm,
and the European experience was cause for

optimism in the case of clozapine and risperidone.
It was quickly clear that, when doses were kept
low, the frequency of acute dystonic reactions,
common especially with the high-potency
neuroleptics (See Table 1), was low, and
exacerbation of negative symptoms of
schizophrenia was dramatically less than with
FGAs. But clozapine had a major disadvantage: it
could cause potentially fatal failure of bone
marrow production of the white blood cell
mediators of the immune response, the
granulocytes or neutrophils (agranulocytosis).
Release of the drug, and widespread use, was
delayed by the insistence of the manufacturer on
a monitoring system based around biweekly
complete blood counts, without which medication
would not be dispensed. Originally proposed as an
alternative to an agreement to hold the
m an u fa c tu r e r  h a rm les s  in  cases  o f
agranulocytosis, the monitoring system

threatened to become another barrier to use as
the manufacturer insisted upon doing the
required blood testing, with fees of course.
Eventually a registry system, with blood testing
available anywhere, was established. Recently
patients whose absolute neutrophil counts have
been stable for six months or more can have
monthly instead of biweekly monitoring. In
Europe the rate of agranulocytosis is quite low,
and vanishingly small after the first six months of
treatment with clozapine.

Risperidone (Risperdal) had no such problems,
although it quickly became apparent that at doses
above 6 to 8mg/day dystonic reactions were seen,
as were tardive movement disorders. Starting
dosage, rates of increase, and dosage maxima
were all readjusted downward, with, initially,
excellent result.9,12

Olanzapine (Zyprexa) was released world wide on
the same day, to widespread expectation of even
less risk of movement disorder, and none of blood
dyscrasias. 

Q.How was this applicable to persons with
intellectual disabilities (ID)?

A.As has become familiar, none of these
observations were of patients with ID; the

drugs were initially used in patients with
schizophrenia, then patients with mood disorders
with psychosis. Clinicians quickly began using
SGAs in patients with ID for various reasons. One
was replacement of FGAs in patients with
movement disorders. Since 1980, we had been
frustrated in attempts to wean persons
inappropriately treated with FGAs off them, only
to encounter withdrawal movement and behavior
disorders.  The possibility now presented itself14

for replacement of FGAs with SGAs. Clozapine
lowered seizure thresholds and presented the
issue of frequent blood testing; risperidone
became the drug of choice for such replacement
therapy. And indeed, not only did this strategy
often work, but existing tardive movement
disorders improved markedly. It soon became
possible to think of SGAs in general, and
risperidone in particular, as that Holy Grail of
patient management, a drug that suppressed
unwanted behaviors without the necessity for
medical monitoring or risk of long-term serious
side effects. This idea has persisted in spite of
what has followed, and in spite of what should
have been a more skeptical view.
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T ABLE 1.  F IRST GENERATI ON ANTI PSYCHOT IC MEDICATI ON

Maintenance Dose— Minim um : Mel laril 300m g/day

NEUROLEPT ICS BIOEQUIVALEN T DOSE

Low  Pot ency

Thorazine, Mellaril 100mg

Serentil 50mg

Medi um  Pot ency

Trilafon 10mg

Loxitane 10-15mg

High Pot ency

Stelazine 3-5mg

Haldol, Navane 2-5mg

Prolixin 1.5-3mg

Q.Why should there have been a more skeptical
view?

A.Because this was identical to the response to
thioridazine (Mellaril) 35 years earlier. The

risk of tardive movement disorders with clozapine
was small, not zero, and this data was from
patients with schizophrenia, not from patients
with ID and behavior problems. Risperidone had
not been in use long enough to know what long-
term use might cause. Olanzapine had no history
at all. The lesson of the FGAs should have been:
Be wary of drugs that work by DA blockade.

Furthermore, one advantage of FGAs was that one
was very like another. We spoke of bioequivalent
doses (See Table 1). Thioridazine (Mellaril) 95mg
was bioequivalent to chlorpromazine (Thorazine)
100mg, which was bioequivalent to haloperidol
(Haldol) 2mg, etc etc. FGAs could be divided into
low, medium and high potency groups, depending
upon their dose range of effectiveness against
psychotic symptoms, and the low potency drugs
were known to cause less risk of movement
disorders than medium and high potency drugs.
One could change patients to bioequivalent doses
of FGAs fairly easily (although not with 100%
success). The SGAs, on the other hand, each had
quite different patterns of neurotransmitter
receptor binding, and thus quite different patterns

of neurochemical activity. To a much greater
extent than with the FGAs, patient tolerance, and
patterns of side effects, were quite different from
one SGA to another. We could not generalize
about therapeutic or side effects as readily as we
did with the FGAs, and bioequivalencies are not
firmly established.23

The only systematic studies of movement disorder
risk with SGAs have been in patients with
schizophrenia. A meta-analysis of 11 long-term (1
year or longer) studies of SGAs in patients with
schizophrenia  showed the risk of tardive6

movement disorders at all age groups to be
significantly lower than in patients treated with
haloperidol (Haldol) 10mg/day. However, this is a
significant dose of haloperidol, bioequivalent to
much higher doses of SGAs than were used, and
there are no studies comparing rates of tardive
movement disorders with low-potency FGAs.
Moreover, these patients had all been exposed to
FGAs, raising confounding issues. 

Moreover, if we are treating withdrawal movement
disorders in persons who should never have been
on the FGAs in the first place, how do we then
withdraw the SGA? There is no literature
whatsoever on this issue, and precious little
clinical experience to date.
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This is not an argument for continuing to treat
nonpsychotic (or even psychotic) symptoms with
FGAs; it is an argument to be more skeptical of
claims that SGAs are as much of an advance as
was first thought, and an argument against
thinking of them, and using them, as
unquestioningly and indiscriminately as we did
the FGAs, and continuing them as a “treatment”
of tardive or withdrawal movement disorders
caused by FGAs.

Q.Is such indiscriminate use happening?

A.Absolutely, in my view. Take Zarcone et al.24

This is one of the best of the genre of studies
briefly characterizable by the title “The effects of
(insert name of drug) on (insert name of unwanted
behavior).” It exemplifies the problems of this type
of study: failing to distinguish, for example,
aggression, the phenomenon, from aggression, the
symptom of a psychiatric disorder or
environmental condition. Despite a pre-study
psychiatric evaluation, after a two to six week
baseline and medication washout phase, each
participant received risperidone regardless of
diagnosis. Anticonvulsants (those without
“identifiable psychotropic effects,” presumably
meaning those not also used as mood stabilizers)
were continued in patients with seizure disorders
as long as no changes were made, and there were
then measures of target behaviors on and off
risperidone in a crossover design, with
improvement in target behaviors demonstrated for
time on risperidone vs. time on placebo. The claim
is then made that risperidone is a successful
treatment for aggression and self-injury, as well
as other problem behaviors. 

Q.This seems to be a well-done study. What is
the problem?

A.The important question for the clinician,
which is never addressed either by Zarcone et

al.  or in this type of study in general is: Is24

treatment with risperidone equal, superior, or
inferior, to treatment of the psychiatric disorder
underlying the aberrant behavior with a
medication specific to the disorder? If this paper
and all others like it are meant to establish the
superiority of nonspecific drug treatment of
aggression, self-injury and other problem
behaviors with risperidone (and, by the extension
of the experimental method, any drug), the
experimental design and resulting data are
inadequate to answer this most important

question,  or for that matter the question of13

whether risperidone is superior to behavior
analysis and intervention.19

Q.Are there other studies of this kind?

A.There are a series of multi-site, placebo-
controlled studies by the Research Units on

Pediatric Psychopharmacology Autism Network
(RUPP) and the Risperidone Disruptive Behavior
Study Group (RDBSG)  identify patient5,7,15,18

diagnoses (Autistic Disorder and Disruptive
Behavior Disorders, respectively), but in fact deny
risperidone effects on the core symptoms of either.
Both series of studies measure effects in children
of low dose (up to 2.5mg/day) risperidone on
irritability, aggression and, in the case of Autistic
Disorder, “tantrums,” showing substantial short-
term (one year and under) reductions in all
measured problems. Patients were monitored for
movement disorders, sedation, weight gain,
cardiac changes, and changes in serum prolactin
levels, all side effects of risperidone to be
described below. The studies are reminiscent of
the studies of Anderson et al.  and Anderson et3

al.  of treatment of the same issues with4

haloperidol. The resulting decrease in aggression,
self-injury, irritability and “tantrums” are similar
to those seen in the earlier haloperidol studies,
without the movement disorders seen with
haloperidol. The authors are duly cautious in
their conclusions, pointing out the relatively short
period of controlled observation (the final 42
weeks of the 48 week studies were open) and the
incidence of weight gain (other side effects were
rare and time limited).

Q.Doesn’t this prove the effectiveness of
risperidone, and maybe by extension other

SGAs, in the treatment of these problems in
children and adolescents with ID?

A. It does, but it does not prove that this is
optimum treatment of these problems. Nor do

the authors make this claim. As I said in my
Response to Zarcone et al. : “Demonstrating a24

response of a behavior or group of behaviors to a
drug cannot by themselves guide the clinician in
choosing between a diagnosis-based or behavior-
based treatment strategy. This is not a theoretical
problem, but one with profound consequences for
persons with mental retardation who often cannot
object to their treatment. For example, consider a
person with Major Depressive Disorder with
resulting sleep interruption, appetite disturbance,
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depressed and irritable mood, and loss of pleasure
in usual activities leading to attempted
withdrawal, with resulting aggression and/or self-
injury when attempts are made to “encourage” her
to participate in usual activities. Consider a
person with Panic Disorder and resulting
aggression when attempts to flee are blocked.
Consider a person with Obsessive-compulsive
Disorder (NB: a diagnosis in 30% of the subjects
in Zarcone et al.,  and a problem in an unknown24

number of patients in the RUPP study) who
exhibits aggression and/or self-injury when
compulsive acts are interrupted. Treatment with
risperidone alone would likely be ineffective, but
even if it suppressed some fraction of aggression
and/or self-injury, the individual would still be
suffering severe depression or anxiety, which
would be addressed by diagnosis-specific
pharmacologic treatment. Treatm ent of
“aggression” also does not address the needs of
many individuals who are using aggression or
self-injury to communicate a problem, such as
disliking roommates, being upset with someone,
or being in physical pain.  Thus, they will remain
in the same circumstances that precipitated their
aggression.”

At best one can argue from these studies that
risperidone can be a short-term stopgap until
definitive diagnosis and treatment (however,
withdrawal from risperidone can complicate that
treatment) and that risperidone can be one of
possibly many effective treatments. And one
cannot extend these results to other SGAs; SGAs,
unlike FGAs, have quite different receptor binding
capacities. 

However, since these are the only carefully done
studies to date of any drug for these symptoms,
and the rest of our interventions, however
effective, are based upon uncontrolled studies and
clinical experience, these studies have been taken
uncritically (again, not by their authors) to mean
risperidone is the optimum treatment for these
disorders.

Q.What about the CATIE studies?

A.The CATIE (Clinical Antipsychotics Trials for
Interventions Effectiveness) studies, were

funded, refreshingly by the National Institutes of
Health, tested the efficacy  and tolerability  of16 22

clozapine (Clozaril), risperidone (Risperidal),
olanzapine (Zyprexa), ziprasidone (Geodon) and
quetiapine (Seroquel) using a real-world measure

of clinical effectiveness in the treatment of
schizophrenia: time to termination of drug
treatment for any reason (ineffectiveness or
intolerability). It was no surprise to this clinician
that clozapine/Clozaril was significantly superior
to risperidone/Risperdal and olanzapine/
Zyprexa, which in turn were superior to
ziprasidone/Geodon and quetiapine/Seroquel in
both efficacy and tolerability. 

Unfortunately this study addresses only efficacy
and tolerability in the treatment of schizophrenia.
There is no known relevance to the question of
efficacy for behavior problems or even
hallucinations and delusions in disorders other
than schizophrenia (although one could be
forgiven for extending the results to hallucinations
and delusions seen in other disorders, in the
absence of other data). 

It should be noted that most medication studies
in the United States are funded by the drugs’
manufacturers, including the RUPP and RDBSG
studies, above; almost never has a manufacturer
funded a comparative study of the kind that
would try, for example, a mood stabilizer, and
SSRI and risperidone/Risperidal in the same way
as the CATIE trials, much less a trial of diagnosis-
based treatment vs. behavioral symptom-based
treatment.

Q.So why the uncritical acceptance of the use
of SGAs for behavioral problems?

A.Perhaps because of the existing mind-set: the
half-century of acceptance of the FGAs as

side-effect-free panaceas for behavioral problems
has been extended to SGAs because of the relative
absence of movement disorders. They might not
help, but they couldn’t hurt, goes the thinking,
and there are all these studies, right?

Q.Would it be true, then, that the SGAs pose no
risk of movement disorders?

A.No. They pose less risk than FGAs, probably
very much less risk. But they pose much

higher risks of problems seen at much lower
frequencies with the FGAs.

Q.What problems?

A.Top of the list is Metabolic Syndrome:
Obesity, diabetes mellitus, and dyslipidemia

(abnormal levels of cholesterol and other blood
lipids). All are risk factors for cardiovascular
disease, one of the major public health problems
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of our society. With the exception of a single study
showing weight gain in persons with ID on
olanzapine (Zyprexa),  all of the controlled11

research on this problem has been in patients
with schizophrenia (resulting in confounding
factors of known liability to diabetes in persons
with schizophrenia, and exposure to FGAs, which
also cause weight gain), but the huge number of
studies and the widespread clinical observation of
the problem led to a consensus conference of the
American Diabetes Association, the American
Psychiatric Association, the American Association
of Clinical Endocrinologists, and the North
American Association for the Study of Obesity,1

which identified the risks of metabolic syndrome
and its components with each SGA (to the extent
permitted by available data), pointed out the
result ing risk of eventual consequent
cardiovascular disease, and recommended
monitoring and treatment guidelines.

Q.What are the guidelines?

A.For adults, they begin with obtaining
personal and family history of obesity,

diabetes, dyslipidemia, hypertension and
cardiovascular disease, baseline weight, height
(for calculation of Basal Metabolic Index (BMI))
waist circumference, blood pressure, fasting blood
glucose (FBS) and fasting lipid profile. These
parameters should be monitored at 4, 8, and 12
weeks, and every 12 weeks (i.e. quarterly)
thereafter. Most recently, baseline and follow-up
Hemoglobin A1c (HbA1c, a sensitive measure of
blood sugar elevation) has been recommended. It
is recommended that these factors be taken into
account in the choice of drug, that simultaneous
use of drugs that further exacerbate weight gain
and blood sugar instability be avoided, and that if
weight gain of >5% of baseline body weight or if
symptomatic hypoglycemia or measured 60<blood
glucose>300 the patient should be switched to
another SGA and medical consultation should be
sought.

Guidelines for children are much less clear;
height, weight and calculated BMI should be
obtained, and drug changed if weight gain is
“excessive.”

The explanation(s) for Metabolic Syndrome and
weight gain in persons on SGAs remain complex
and controversial. One school of thought links
Metabolic Syndrome to weight gain caused
directly by the drugs; another holds that each

effect is caused separately and independently, via
direct effects on, respectively, appetite and insulin
sensitivity. Research is complicated by the known
increased frequency of Type II Diabetes in persons
with schizophrenia, and the fact that almost all
the patients with the length of exposure to
antipsychotics necessary to observe these effects
have been exposed to both FGAs and SGAs.

With our population, we should be wary of using
these drugs casually, without firm indications,
and with great caution, in patients for whom
obesity and its consequences are particular
problems, such as Prader-Willi syndrome and
Down syndrome.

Q.Are there other problems with the SGAs?

A.There is the issue of cardiac conduction
changes and monitoring the so-called QTc

issue. As we said in 2001:  The QTc is an20

e l e c t r o c a r d i o g r a p h i c  m e a s u r e  o f
electrophysiological changes in heart tissue. It is
a measure of the time from when the heart
depolarizes, the Q wave, until it repolarizes, which
is the R, S, and finally T wave.  The time between
the onset of the Q and onset of the T is called the
Q-T interval. This is the interval during which the
large lower chambers of the heart contract,
sending blood around the body. By the time the
lowest parts are contracting, the upper parts are
repolarizing in preparation for the next
contraction, which will begin with the contraction
of the heart’s upper chambers signaled on the
EKG by the P wave. If this wave of contraction, the
P wave, reaches the lower chambers before their
repolarization, i.e. before the next Q-R-S,
disorganization of heart contraction, or
arrhythmia, can occur, with consequences
including sudden death. Any medication that
prolongs the Q-T interval risks such an
occurrence. The QTc is the measure of Q-T
interval corrected for heart rate; any medication
that increases QTc increases the risk.

All FGAs and all SGAs are capable of prolonging
the QT interval and thus QTc. It is nothing short
of an illusion that only Mellaril is capable of
causing this effect. 

Exact guidelines on QTc monitoring remain a
goal. In the absence of clear guidelines, it is
prudent that all patients to be started on any
antipsychotic should have baseline cardiac
history, chem scan, CBC and an EKG. If the Q-T
interval is normal, plans should be made to
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monitor EKG at least yearly. If prolonged Q-T
interval (QTc>450msec) or low serum potassium
is found, re-evaluation of the need for the
offending drug should be undertaken, and drug
change should be considered.

Q.Any more problems?

A.There is the problem of serum prolactin
increase, a problem reviewed by Stevens et

al.  Prolactin is the hormone that causes breast21

growth and lactation; its normal function in
pregnant women is to prepare and sustain milk
production. Increased prolactin levels suppress
estrogen, and thus the menstrual cycle, as long as
breastfeeding is active. Dopamine blockade in the
hypothalamus causes hyperprolactinemia
(elevated serum prolactin); FGAs have long been
known to cause this effect, signaled by
amenorrhea (lack of menses) in female patients,
sometimes with galactorrhea (milk production),
mimicking a type of tumor called a prolactinoma.
The levels of serum prolactin caused by
antidopaminergic drugs is usually much lower
than levels seen with prolactinomas, but
amenorrhea/galactorrhea is an indication for
imaging of the hypothalamus and pituitary. Long-
term suppression of menses by suppression of
estrogen causes osteopenia or osteoporosis and
lowered libido. What is known of prolactin
function, or rather dysfunction, in males comes
almost exclusively from the known effects of
prolactinomas in adolescent and adult males:
gynecomastia (female breast growth in a male),
lowered libido and other sexual dysfunction. The
effects of long-term  hyperprolactinemia
insufficient to cause these symptoms are
unknown. The effects in children, both male and
female, can include growth arrest, delayed
puberty and osteopenia.21

Risperidone (Risperdal) appears to be the most
common cause of hyperprolactinemia among the
SGAs;  I have personally, over the past 10 years,21

seen four adolescent and young adult males with
gynecomastia and one 30-year-old female with
amenorrhea/galactorrhea, all on risperidone
(Risperidal), and one adolescent male with
gynecomastia on Zyprexa. This is a cancer risk in
males; recently, FDA researchers began an
investigation of reports of galactorrhea in men and
children receiving risperidone. Results have yet to
be published in a medical journal, but were
reported in the Wall Street Journal  and reprinted2

in Psychiatry Drug Alerts,  which reported “a17

high incidence of benign pituitary tumors” among
patients receiving risperidone (of 64 reported
cases, 48 were on risperidone, 6 on olanzapine
[Zyprexa], 4 on ziprasidone [Geodon], 3 on
clozapine [Clozaril], 1 on quetiapine [Seroquel]).
The matter is still under study.

None of the studies of risperidone in children
cited above found significant elevations in serum
prolactin levels; this was monitored. It would
seem prudent to add monitoring of serum
prolactin levels and regular examination for
gynecomastia (which can also be caused by fat
sequestration of hormones in obesity) to the
monitoring necessary to the safe maintenance of
patients on SGAs. These side effects may (or may
not) be rare, but they can be very serious.

Q.What conclusions can be drawn from this
history? Are we to stop using antipsychotic

drugs?

A.Of course not. Antipsychotic medications are
still, and will be for the foreseeable future,

the treatments of choice for hallucinations and
delusions, and thus the mainstay of treatment for
schizophrenia and part of the treatment of other
disorders with psychotic symptoms. They may be
effective adjunctive antimanics, and some treat tic
disorders. 

There is no evidence of any kind demonstrating
the efficacy of antipsychotic medication in the
treatment of any behavior problem. Even the
carefully-done RUPP studies show only reduction
of irritability and behavior related to it in persons
with autism and disruptive behavior disorders,
and there is no study demonstrating the
superiority of antipsychotics to any other
treatment approach to these problems, or to
treatment targeted instead at psychiatric
disorders underlying the behavior.

Use of antipsychotics must be accompanied by
monitoring for Metabolic syndrome, elevated
serum prolactin and elecrocardiographic changes,
and medication change is indicated when any of
these problems occur.

Q.What about the many, many patients we
have with ID who have been on FGAs for

decades, now on SGAs or stuck on combinations
of the two as we try to titrate up with SGAs and
down with FGAs in attempts to reduce their
movement disorders or cardiac risk? 
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A. Indeed, what about them? Should we be
attempting to withdraw the SGAs that have

replaced the FGAs? If so, how? There is no extant
research regarding the withdrawal of SGAs. Given
the different receptor binding patterns, and
differences at different doses, withdrawal
symptoms are likely to differ from one drug to
another, and one dose range to another. Or
not—logic is no substitute for data.

Q.Let’s say I have a 52-year-old male patient
with severe ID and a history of self-injury. He

has been on  thioridazine (Mellaril) 500mg/day for
30 years, and has failed trials of behavioral
intervention and antiobsessives in the past. Now
he has oral-buccal movements and a slightly
elevated QTc. I try to withdraw the thioridazine
by 25mg/day per month, but when I reach
350mg/day his self-injury increases beyond what
can be managed, he has pill-rolling tremor and
his QTc is still elevated. I start replacing
thioridazine with risperidone (Risperdal). At
risperidone 3.5mg/day he is doing well, but he
has gained 40 lbs. in six months and has elevated
triglycerides and cholesterol, and slightly elevated
HbA1c. He cannot tolerate statins (medications
that lower cholesterol). Should I switch to another
SGA? Return to thioridazine? Reduce risperidone
and increase thioridazine to a point where the
metabolic, cardiac and behavioral effects are all
more favorable? 

A. I have no idea. Or rather, I have no basis for
advising beyond my own clinical experience

and my own prejudices. And I don’t know of
anyone who can do better. What I do is try to take
into account the risks to life and to quality of life,
eliminate or minimize both. And wish that
someone could come along and tell me when I
have it right. 

And I resolve again to be skeptical of all panaceas.
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