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ment with dimenhydrinate, SO mg/day, or meclizine, 25 mg/
day, controlled dizziness but caused somnolence.

In the package insert, the manufacturer of paroxetine lists
withdrawal syndrome, without description, among rare ad-
verse reactions (fewer than one in 1,000 patients). Dizziness,
nausea, and diarrhea, but not the other symptoms, were re-
ported previously in a few patients after withdrawal from pa-
roxetine. The 3-week duration of symptoms was longer than
the S-iS days reported by the manufacturer.

The similarity of this case to the gastrointestinal syndrome
after withdrawal of tricyclic agents ( 1 ) is striking. Paroxetine
has weak anticholinergic effects (4), so the withdrawal symp-
toms of this patient may be due to cholinergic rebound. For
patients discontinuing paroxetine treatment, tapering may be

advisable, even from small maintenance doses.
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Treatment of Organic Hallucinosis With Carbamazepine

To THE EDITOR: Visual hallucinations are commonly seen

in elderly psychiatric patients. We recently cared for a woman
with probable diffuse Lewy body disease and visual halluci-
nations; the latter responded dramatically to carbamazepine
treatment.

Ms. A, an 84-year-old woman with a 3-year history of
parkinsonism and mild cortical dementia, had begun to
report visual hallucinations 1 8 months earlier. The hallu-
cinations generally consisted of adults or children in the

house or cars parked outside. They were not frightening,
and she was usually aware that they were not real. How-
ever, she had had several episodes of confusion and loss
of insight because of urinary tract infections. These re-
sponded well to antibiotics. There were no delusions or
depressive symptoms nor was there any prior psychiatric
history. Past medical history was significant for presby-
cusis, bilateral cataracts, capsular opacification, and hem-
orrhage in the macular region. Her medication regimen
included only carbidopa, 25 mg b.i.d., and levodopa, 100
mg b.i.d.. This treatment had previously been discontinued
for 6 days without any improvement in hallucinations.

Before the most recent hospitalization, Ms. A again cx-

perienced confusion and loss of insight. No medical cause
could be found; an empirical trial of thionidazine, SO mg/
day, resulted in greater parkinsonism without improvement
in the hallucinations. She was ultimately hospitalized.

On admission, Ms. A was moderately confused but ap-
peared euthymic. Results of previous laboratory inves-
tigations and magnetic resonance imaging had been unre-
markable; an EEG revealed mild diffuse slowing without

epileptiform activity. Thioridazine treatment was discon-
tinued, and her parkinsonian symptoms gradually re-
turned to baseline.

A trial of carbamazepine was begun; after 1 week at 100
mg t.i.d. (serum level=4.9 j.tg/ml), her hallucinations com-
pletely resolved. Three weeks later, the dose was reduced to

200 mg/day because ofmildly greater confusion. Within 48

hours, the hallucinations returned; they again remitted rap-
idly when the carbamazepine regimen was increased.

This patient’s presentation was consistent with diffuse
Lewy body disease, a dementia characterized by diffuse corti-
cal Lewy bodies with neuronal degeneration and clinically by
cortical dementia, mild parkinsonism, and EEG slowing. Hal-
lucinations are common, occurring in up to 29% of patients
( 1 ). It is unlikely that the hallucinations were related to levo-

dopa treatment, since the hallucinations had not improved
with discontinuation of treatment.

Since the patient suffered from dementia, the appropriate

diagnosis was organic hallucinosis. Elderly patients without

dementia or other psychopathology also sometimes develop
visual hallucinations with insight; this is the so-called Charles

Bonnet syndrome (2). Often these patients suffer from visual
impairment. Recently, Cole has questioned the validity of con-

sidering dementia an exclusionary criterion for the Charles
Bonnet syndrome (3). There may therefore be considerable
clinical overlap between Charles Bonnet syndrome and or-
ganic hallucinosis.

In 1990, Hosty described an 88-year-old, cognitively intact
woman with retinopathy and visual hallucinations that re-
sponded well to carbamazepine treatment (4); the mechanism
of action is not clear. To our knowledge, this is the only other
report of the utility of carbamazepine for nonictal halluci-
nosis. Our patient’s response was similar, which may provide

further evidence of a clinical similarity between organic hal-
lucinosis and Charles Bonnet syndrome. Given Cole’s report
of extremely poor response to neuroleptics in such patients
(only one of 13 responded favorably) (3), carbamazepine may
be a safer and more effective alternative.
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Schizophrenia Risk for Women From In Utero Exposure to
Influenza

To ii-iE EDITOR: We recently reported in the Journal that
exposure to influenza S months before birth increases the later
risk of schizophrenia in female fetuses (1).

If in utero exposure to influenza has, indeed, a greater risk-

increasing effect in females than males, then the female-male
ratio of births of preschizophrenic individuals should vary ac-
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cording to the prevalence of influenza. We therefore examined

the birth dates of patients who were born between 1 920 and

1965 in England and Wales, were first admitted to psychiatric

hospitals in 1 3 regional authorities (which cover 87% of the
population) between I 976 and 1986, and had received an lCD

discharge diagnosis of schizophrenia (N=9,772). The number
of deaths from influenza in the month S months before birth
(i.e., the period of exposure previously shown to be critical)
was identified for each patient. We then examined the risk of
schizophrenia in relation to the risk of exposure to influenza

in the vulnerable period of fetal life. The risk-exposure level

was stratified into four quartiles of risk according to the num-
ben of deaths from influenza in the month S months before
birth: very low, low, high, and very high. Similar data on neu-
rotic patients (N=16,477) were also obtained from the same

regional authorities for comparison.

The ratio of female-male births ofschizophrenic individuals

rose as the risk level rose (very low risk=O.62, low risk=O.75,
high risk=O.88, very high risk=0.98), indicating that there was

a steady increase in the sex ratio. The association of the num-
ber of births of female schizophrenic subjects with the risk
level was then examined by taking the very low risk category

as a reference. The resultant odds ratios with 95% confidence
intervals were 1.23 (1.10-1.37) for low, 1.43 (1.28-1.61) for
high, and 1.59 (1.42-1.78) for very high risk levels. Further-
more, a chi-square test for linear trend for the effect of risk-
exposure level on sex ratio showed a significant trend (x12=
75.54, df=3, p<O.0000I).

This linear “dose-response” trend was not evident in neu-
rotic patients; the corresponding ratio of female-male birth

frequencies were 1.72, 1.84, 1.74, and 1.76, indicating a rela-

tively constant sex ratio across the different levels of risk cx-
posure. The calculation of the odds ratio or chi-square test for

linear trend failed to reveal any significant effect of nisk-expo-
sure level on the sex ratio of births of neurotic individuals.

These results further indicate a risk-increasing effect of in
utemo exposure to influenza in the development of schizophre-

nia. This effect appears specific, or at least more pronounced,

for women.
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Use of a Common Language Effect Size Statistic

To THE EDITOR: Some authors (1, 2) have emphasized the

reporting of effect size statistics, such as Cohen’s d (3), with
each statistically significant finding. Effect size statistics mdi-

cate the magnitude of the treatment effect. They should be
distinguished from significance levels, because extreme prob-

ability (p) values may not necessarily reflect large effect sizes.
One problem with traditional effect size statistics is their un-
interpretability by nonstatisticians. For example, what does a

Cohen’s d of 2-the difference between the means of two dis-

tributions divided by their common standard deviation-tell

nonstatisticians about effect size?

A more meaningful expression of an effect size is a new
statistic: the common language effect size indicator (4). This

statistic expresses effect size as the probability that a score

sampled from one distribution will be higher than a score from
another distribution. The common language effect size mdi-
cator can be quickly calculated by using easily available de-

scriptive statistics.
Consider a hypothetical study in which patients were ran-

domly assigned to groups receiving either a placebo or a drug

and were later measured on an outcome variable. Given out-
come variable means of S and 12.5, and variances of 9 and
16, the difference score distribution mean (i.e., 7.5) and stand-
ard deviation (i.e., 5) can be calculated. Note that the standard
deviation is the square root of the sum of the two variances.
The common language effect size indicator is the probability
of a score greater than zero in this distribution of difference

scores. The z score corresponding to a difference score of zero

is z=(O-7.S)/S=-1.S, which has a probability of 0.93. Thus,
the common language effect size indicator is 0.93, or, altemna-
tively, 93 times in 100 a subject randomly sampled from the

drug group would score higher than a subject randomly sam-
pled from the placebo group. Reporting effect size as such

allows even nonstatisticians their own valid intuitive evalu-
ation because a common frame of reference (probabilities) is
provided. This statistic can be translated easily into Cohen’s
d and vice versa. With use of the same data, d’s of 0.2, 0.5,

and 0.8 (small, medium, and large effect sizes [31) generally
correspond to common language effect size indicators of 0.55,
0.64, and 0.71, respectively.

The common language effect size indicator generalizes to a
wide variety of research designs, including multiple groups,

discrete variables, and correlated samples. Although it as-

sumes normally distributed data (i.e., Gaussian assumptions),
it is robust to violations of these assumptions (4).

We suggest that the ease of interpretation, coupled with the
advantages of generalizability and robustness, makes this sta-
tistic preferable to many traditional measures of effect size.

Use of the common language effect size indicator can be a
valuable tool for both statisticians and nonstatisticians in
judging the true importance of research findings.
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Clozapine’s Cost Effectiveness
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To THE EDITOR: We read with interest the timely article by
Herbert Y. Meltzer, M.D., and colleagues ( 1 ). They con-
cluded, “Clozapine is a cost-effective treatment for treat-
ment-resistant schizophrenic patients. “ This all-encompass-

ing statement seems to go somewhat beyond the evidence




