
and asks “How often do you attend church, synagogue, or
other religious meetings?” Responses are rated as follows:
1=never, 2=once a year or less, 3=a few times a year, 4=a few
times a month, 5=once a week, and 6=more than once a week.

The second item is a measure of the nonorganizational di-
mension and asks “How often do you spend time in private
religious activities, such as prayer, meditation or Bible study?”
Responses range from 1 (rarely or never) to 6 (more than once
a day).

Items 3–5 are three statements that measure subjective or
intrinsic religiosity: “In my life, I experience the presence of
the Divine,” “My religious beliefs are what really lie behind
my whole approach to life,” and “I try hard to carry my re-
ligion over into all other dealings in life.” These statements
are rated on a scale from 1 to 5 (1=definitely not true; 5=defi-
nitely true).

The first two items were taken from large community and
clinical studies conducted in North Carolina. They have been
administered to almost 7,000 persons aged 18 to 90, and thus
there are normative data on response rates in both clinical and
community populations. These measures have been related to
physical health, mental health, and social support in opposite
ways (the organizational dimension related to better health
outcomes; the nonorganizational dimension related to poorer
outcomes).

The final three items were extracted from Hoge’s 10-item
intrinsic religiosity scale (2). The Hoge scale was adminis-
tered to 458 consecutively admitted medical patients. We
used regression analysis to examine the relationship be-
tween each item on the scale and depressive symptoms, se-
verity of medical illness, functional status, social support,
and speed of recovery from depression. Principal component
factor analysis of the 10-item scale revealed two major fac-
tors: an intrinsic and an extrinsic factor. Three items from
the scale were chosen on the basis of their loading on the
intrinsic factor, correlation with the total score, and rela-
tionship with health outcomes. The 3-item subscale had a
Cronbach’s alpha of 0.75; while it was strongly correlated
with the original 10-item scale (r=0.85), it was only moder-
ately correlated with the organizational (r=0.40) and the
nonorganizational (r=0.42) dimensions. Our resulting index
(score range=5–27) captures three dimensions of religious-
ness that are related in overlapping yet unique ways to social
support and different health outcomes.
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CO2 Challenge in Nonclinical Subjects

TO THE EDITOR: We read with great interest the 1-year
prospective evaluation of nonclinical subjects with no his-
tory of spontaneous panic attacks who underwent the 35%
CO2 challenge (1). We agree on the importance of investi-

gating whether laboratory-induced anxiety will induce or
“potentiate” panic disorder. These kinds of studies are par-
ticularly relevant to test the safety of the 35% CO2 challenge
in the investigation of the pathogenetic mechanisms of panic
disorder and in consideration of its possible use as a labo-
ratory diagnostic procedure.

We contacted 34 nonclinical subjects (13 men and 21
women, mean age=29.1 years [SD=4.1]) who previously had
been included in a study that examined 35% CO2 reactivity
in panic patients (2). The original group had consisted of 44
individuals, but we were not able to contact 10 of them. The
subjects were observed for a mean of 45.9 months (SD=6.1,
range=30–53) after the 35% CO2 challenge. After written in-
formed consent was obtained, each subject was given the anxi-
ety disorders section of the Diagnostic Interview Schedule.

Among these nonclinical subjects, 30 (88%) had never ex-
perienced an unexpected panic attack before the challenge and
had no history of panic disorder in their family. Four (12%)
had shown a positive response to the 35% CO2 challenge ac-
cording to a previously defined threshold (3). For these four
subjects, the mean values on the Visual Analogue Scale for
Anxiety before and after the challenge were 12.8 (SD=14.9)
and 16.2 (SD=13.9), respectively, with a mean percentage
change in score of -3 (SD=28.1). One of these subjects expe-
rienced three panic attacks (but not panic disorder) over a
period of 3 years; the first attack occurred 6 months after the
challenge. Two subjects had experienced unexpected panic at-
tacks before the challenge, and both had a positive reaction
to the 35% CO2 challenge. One experienced a single panic
attack 15 months after the challenge, while the other reported
no panic attacks. Two subjects reported a family history of
panic disorder. While one had a positive reaction to the 35%
CO2 challenge, neither reported panic attacks after the chal-
lenge. No subjects in our cohort developed panic disorder or
any other anxiety disorder.

The inhalation of a 35% CO2/65% O2 gas mixture was not
able to prime panic disorder in nonclinical subjects over a
period of 3–4 years, which confirms and extends the findings
of Harrington and colleagues (1). This finding thus supports
the safety of the 35% CO2 challenge, at least when adminis-
tered to nonclinical subjects. Although our report suggests
that the 35% CO2 challenge might be safe also when admin-
istered to high-risk subjects, this observation needs to be con-
firmed in larger study groups that include members of families
with panic disorder patients and subjects with sporadic, un-
expected panic attacks, in particular those who show a posi-
tive response to the 35% CO2 challenge (4–6). These studies
are currently ongoing at our center.
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inhalation of carbon dioxide and panic attacks. Psychiatry Res
1995; 57:267–273

GIAMPAOLO PERNA, M.D., PH.D.
SILVIA COCCHI, M.D.

ERNESTINA POLITI, M.D.
LAURA BELLODI, M.D.

Milan, Italy

Triplet Repeat Diseases in Man, Microbes, and Molecules

TO THE EDITOR: Dramatic progress has been made in the
past 5 years in our understanding of the etiology of more than
nine human genetic neuromuscular and neurodegenerative
diseases (1). The clinical observation of anticipation can be
ascribed to the expansion of triplet repeat sequences. These
characteristics were suggested to be involved also in neuropsy-
chiatric syndromes, including forms of dementia, hereditary
ataxia, parkinsonism, bipolar affective disorder, schizophre-
nia, and autism (2–4). The non-Mendelian trait of anticipa-
tion may be due to the slippage of the complementary DNA
strands during replication. The establishment of a genetically
and biochemically tractable system for elucidating the mo-
lecular mechanisms that are responsible for expansion, and
thus anticipation, would be a significant advance.

It is of interest that Escherichia coli shows several remark-
able molecular similarities to humans, including 1) genetic in-
stability (expansions and deletions) of triplet repeat sequences
(CTG⋅CAG, CGG⋅CCG, or AAG⋅CTT) (1, 5–8), 2) longer re-
peats that are more unstable than shorter sequences (1, 5–11),
3) preferential expansion of CTG⋅CAG (9) (this repeat se-
quence was found in six of the nine triplet repeat diseases),
4) repeat sequence imperfections (polymorphisms) that stabi-
lize long tracts of triplet repeat sequences (1, 5–11), 5) similar
types of imperfections (polymorphisms), such as the poly
purinepoly pyrimidine motif in the Friedreich’s ataxia AAG
repeat sequence [7, 8]), 6) approximately similar lengths of
the smallest deletion products (10–20 triplet repeats) (1, 5),
and 7) DNA polymerases that pause in long CTG⋅CAG, CGG⋅
CCG, and AAG⋅CTT sequences (5, 8), which render them sus-
ceptible to mutations.

In summary, I submit that certain features of the molecular
processes related to the involvement of triplet repeat sequences
in human hereditary diseases may be elucidated effectively in
simple cellular systems. Obviously, a number of other develop-
mental and neurological questions can only be solved in higher
eucaryotic cells. Thus, some features of the “unstable genes—
unstable mind” concept (4) may be tractable in genetically de-
fined systems in mice, microbes, and molecules.
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Debating Dissociative Diagnoses

TO THE EDITOR: The diagnosis of dissociative identity dis-
order, formerly multiple personality disorder, has generated
considerable debate. Some argue that the disorder is common
and underdiagnosed (1), while others claim that dissociative
identity disorder is a rare or frankly artifactual diagnosis (2).
Our impression is that dissociative identity disorder is fre-
quently accepted as a valid diagnostic entity in the United
States but regarded with greater skepticism in other English-
speaking countries.

To test this impression, we collected all articles and letters
regarding dissociative identity disorder that appeared be-
tween 1976 and 1995 in The American Journal of Psychiatry,
The British Journal of Psychiatry, The Canadian Journal of
Psychiatry, and The Australian and New Zealand Journal of
Psychiatry. We rated each article or letter as “skeptical” if it
argued that dissociative identity disorder was 1) vastly over-
diagnosed or 2) an artifact promoted by suggestive influences.
We considered all other articles “nonskeptical,” including
those that merely acknowledged the existence of literature
that was skeptical of dissociative identity disorder. In The
American Journal of Psychiatry, we found 37 articles and let-
ters, of which five (14%) were rated as skeptical and 32 (86%)
nonskeptical. By contrast, in the combined journals from
Great Britain and its largest English-speaking commonwealth
countries, we found 45 articles and letters, of which 24 (53%)
were skeptical, and only 21 (47%) were nonskeptical. This
difference in rates of skeptical papers is highly unlikely to be
due to chance (p=0.0003, Fisher’s exact test, two-tailed).

We next examined circulation figures. In the United States,
combined individual and institutional subscriptions to The
American Journal of Psychiatry (46,457) dwarf those of the
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