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LETTERS TO THE EDITOR

our field, we still have not proven that selective serotonin re-
uptake inhibitors are clinically better than placebo (2). We all
know that depression and acts of suicide are mentally com-
plex phenomena. Until we begin studying them in sufficient
depth, we will only get articles that raise more questions than
they answer.
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Drs. Oquendo and Mann Reply

TO THE EDITOR: We found that 43% of the patients who at-
tempted suicide during the follow-up period of our study met
minimum standards for adequate pharmacotherapy for de-
pression. Therefore, we do not believe that this finding means
that optimal aggressive pharmacotherapy for depression
does not reduce the occurrence of suicidal acts in those with
major depressive episodes. Rather, we think that it reflects the
problem of undertreatment more than treatment-resistant
depression contributing to suicidal behavior and, in some
cases, the effect of comorbidity with axis II cluster B personal-
ity disorder. As Dr. Wright points out, our literature review
supported this interpretation of our data.

Dr. Wright objects to the choice of minimum adequate
daily doses. He is referred to Sackeim et al. (1) as the basis for
the medication standards used in our study. Dr. Wright also
objects to our statement that most of our subjects received
suboptimal antidepressant treatment. However, adequacy of
treatment is related to dose and duration of treatment. There-
fore, without both pieces of information, a complete judg-
ment about the adequacy of the treatment cannot be made.

We agree with Dr. Wright that suicidality and depression are
not synonymous. It is our opinion that in those at risk for sui-
cidal acts, the presence of an episode of depression increases
the risk for acting on suicidal thoughts. This view is supported
by the increased odds (by sevenfold) of making a suicide at-
tempt when a major depressive episode occurs during a fol-
low-up period.

Of course, psychotropic interventions are not the only tool
in the clinician’s armamentarium. However, they are a critical
element in the continuation treatment of severe major de-
pression in inpatients.

Reference

1. Sackeim HA, Prudic J, Devanand DP, Decina P, Kerr B, Malitz S:
The impact of medication resistance and continuation phar-
macotherapy on relapse following response to electroconvul-
sive therapy in major depression. J Clin Psychopharmacol
1990; 10:96–104

MARIA A. OQUENDO, M.D.
J. JOHN MANN, M.D.

New York, N.Y.

Sensitivity of the D8/17 Assay

TO THE EDITOR: Mae S. Sokol, M.D., and colleagues (1) recently
reported a significantly higher rate of D8/17 positivity among
16 adolescents with anorexia nervosa (81%) than among 17
psychiatric comparison subjects (12%). The mean percentage
of D8/17 positivity might “be useful in identifying PANDAS
[pediatric autoimmune neuropsychiatric disorders associ-
ated with streptococcal infections] anorexia nervosa” (p.
1431). The results of that investigation are similar to findings
in two previous studies (2, 3) demonstrating excellent perfor-
mance of the D8/17 assay in distinguishing patients with ob-
sessive-compulsive disorder (OCD) from healthy comparison
subjects—85% to 100% of OCD patients were D8/17 positive
in comparison with 5% to 15% of healthy comparison sub-
jects. However, our subsequent experience has been less sat-
isfactory and suggests that the assay is not yet reliable enough
to be used as a diagnostic tool.

In our work, a total of 216 samples were gathered over a 4-
year period from 26 subjects with Sydenham’s chorea, 42 sub-
jects with OCD and/or tic disorders (PANDAS subgroup), and
19 healthy comparison subjects. Samples were obtained at
the National Institute for Mental Health (NIMH) by workers
blind to patient diagnosis and sent to Rockefeller University,
where assays were performed by immunofluorescent micros-
copy before August 1998 and subsequently by flow cyometry,
according to methods previously reported (4). Written in-
formed consent or assent was obtained from all subjects, who
were participating in studies of Sydenham’s chorea and OCD
that were approved by NIMH institutional review boards.

Overall, the sensitivity of the D8/17 assay for the 68 patients
with Sydenham’s chorea or OCD/tics was 61.8% (42 assays
were positive). Of concern, only 12 assays (46.2%) obtained
from the 26 Sydenham’s chorea patients were positive, which
is significantly lower (z=5.2, p<0.001) than that previously re-
ported for patients with rheumatic fever (89%–100% were D8/
17 positive) (5, 6). Thus, the D8/17 assay failed to “diagnose”
the majority of the patients with Sydenham’s chorea. Further-
more, the reliability of the assay was suboptimal. Longitudi-
nal observations of 54 subjects tested at random intervals
over the study period demonstrated test-retest agreement of
61.1% (N=132) for the 216 samples assayed (kappa=0.18). Of
particular concern, agreement was observed in only 48 of 61
split samples (78.7%, kappa=0.48).

In conclusion, the sensitivity of the D8/17 assay decreased
to unacceptably low levels during the period of observation.
The declining sensitivity may have been due to changes in
methods or the characteristics of the monoclonal antibody. If
so, the performance might be improved by reversion to earlier
techniques. Meanwhile, it appears premature to include the
D8/17 assay in the diagnostic workup of patients with neu-
ropsychiatric disorders such as OCD, tics, and anorexia
nervosa.
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