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Objective: Psychiatric classification is still a topic of considerable discussion and debate in
spite of major advances in the past two decades. The debate involves categorical versus dimen-
sional approaches, cutoff numbers of symptoms to define a case, degree of impairment, ob-
jective diagnostic criteria versus more theoretically based criteria, episodic versus trait-like
symptoms, and the role of atypical and subclinical symptoms. All of these issues have been
raised for the anxiety disorders and depression. This article presents the conceptualization of
a relatively novel and testable approach to the diagnosis and classification of panic and ago-
raphobia, the panic-agoraphobic spectrum, and pilot data on a new questionnaire to assess it.
Method: Pilot testing of the Panic-Agoraphobic Spectrum Questionnaire was undertaken with
100 inpatients who had lifetime diagnoses of panic disorder, unipolar depression, comorbid
panic and unipolar depressive disorders, or an eating disorder. The instrument emphasizes
impairment related to 144 bebaviors and experiences in seven panic-agoraphobic symptom
domains. Results: Patients with panic disorder scored highest on the questionnaire, and those
with comorbid depression showed even greater severity of illness. The scores of the patients
with eating disorders and of the depressed patients differed from those of the other groups but
also differed from 0. Conclusions: The spectrum model of panic and agoraphobia is a flexible
and comprehensive means of describing this clinical complex. The proposed model, comple-
mentary to the categorical approach, presumably expresses a unitary pathophysiology. Its
usefulness is discussed in terms of its value for patient-therapist communication, outcome
measures, identification of subtle personality traits, and subtyping of patients for research and

treatment.

his article is in honor of the career of Melvin Sab-

shin, who has been a generative and driving force
in American psychiatry for over four decades. Even as
a young investigator (1954-1957), he evidenced versa-
tility and breadth of interests. For example, the 12 pub-
lications of which he was the author or co-author dur-
ing that period can be categorized into research on

schizophrenia, emotion and anxiety, services, and psy- -

chophysiology. His energy, interests, and long service
to the American Psychiatric Association have surely in-
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fluenced the field of anxiety disorders, along with vir-
tually the entire spectrum of psychiatric disorders.
Psychiatric classification has been a subject of intense
interest over the past three decades. During this period
muth progress has been made in diagnostic reliability
with the use of relatively uncomplicated prototypes.
The complexity of clinical reality is acknowledged in
these systems by several strategies. One is the use of

- polythetic diagnostic criteria. Another is the acceptance

of the possibility of co-occurring diagnoses and symp-
toms. The multiaxial classification system that includes
trait-like personality disorders, physical disorders, psy-
chosocial stress, and overall functioning adds further

* recognition of complexity. Nevertheless, there remains

a serious gap between clinical reality and the options
provided by the official nomenclatures (DSM-IV and
ICD-10). Thus, notwithstanding the profound innova-
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tions represented by the Research Diagnostic Criteria
(1) and the DSMs, the lack of correspondence between
the current classifications of mental disorders and the
presentations of psychopathology in both community
and clinical settings leads to an incomplete characteri-
zation of most patients. In particular, the current cate-
gorical systems fail to capture the continuum between
the core symptoms of each disorder and the associated
aura of prodromal, atypical, and subclinical psychopa-
thology. We have adopted a “spectrum” model as an
approach to conceptualizing and assessing this subtle
psychopathology, the importance of which is typically
underestimated. In this article, we present a descriptive
approach—one that we believe has a number of poten-
tial advantages for etiologic understanding, clinical
evaluation, and optimal treatment.

THE SPECTRUM MODEL

Other investigators have used the term “spectrum”
to highlight relationships among clusters of symptoms
and to place a group of defined syndromes in relation
to one another (2-7), We use the term to refer to broad
areas of psychiatric phenomena relating to a single men-
tal disorder, including 1) core, atypical, and subclinical
symptoms of the primary axis I disorder; 2) signs, iso-
lated symptoms, symptom clusters, and behavioral pat-
terns related to the core symptoms that may be pro-
dromal, may represent precursors of a not yet fully
expressed condition, or may be sequelae of a previously
experienced full-fledged disorder; and 3) temperamen-
tal and/or personality traits.

To clarify further how differerit symptoms (isolated
or clustered) and dimensions of psychopathology are
related, we use the metaphor of a beam of white light,
representing a DSM-IV diathesis. When it is refracted
by a prism, we can see a spectrum of component colors
(symptoms, traits, signs, etc.) that are clinically rele-
vant, The metaphor emphasizes that such variable
manifestations are derived from a common source.

A clinical example of the spectrum model of such a
refracted diathesis is the case of a young man who, at
the age of 20, experiences a few limited-symptom panic
attacks. He seeks no treatment, but those symptoms
change his life in certain ways. Before the onset of the
attacks, he was described as energetic, open to new ex-
periences, and socially outgoing. After the onset of
panic symptoms, he becomes increasingly fearful, pas-
sive, dependent, socially avoidant, and worried about
his health. Progressively, these features become stable
and trait-like. At age 40, when he is seen by a clinician
for treatment of a depressive episode, the panic symp-
toms have long been forgotten, and the patient presents
as a fearful person, somewhat hypochondriacal and de-
pendent on others to such an extent that he avoids re-
maining alone. If the clinician attempts to treat only the
depressive episode, he or she will miss the primary rea-
son for 20 years of fearfulness, dependency, avoidance,
and hypochondriasis, which were initiated by a partial
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expression of panic disorder, As a consequence, al-
though remission of the depressive symptoms may be
achieved, the patient will continue to suffer from panic
spectrum symptoms and remain dysfunctional. Recog-
nizing that panic spectrum symptoms are also present
permits the clinician to treat both the depression and
the panic spectrum condition effectively.

In this example, focusing on the most prominent cur-
rent symptoms and using only DSM-IV diagnostic cri-

.teria would have oversimplified the clinical description.

The spectrum model makes manifest and gives clinical
weight to low-severity and isolated symptoms co-occur-
ring with the major disorder. In our experience, this
presentation may have implications for clinical course
similar to that of comorbid full-blown panic disorder
and major depression. These implications include
greater severity of the depressive illness, poorer progno-
sis, higher rates of chronicity, poorer adherence to the
treatment regimen and responsiveness to treatment,
poorer psychosocial functioning, greater risk of illness
among family members, and higher risk of substance
abuse and suicide attempts. If this hypothesis is correct,
identification of spectrum symptoms should be a rou-
tine part of clinical assessment and should inform selec-
tion of treatment interventions (8).

The foregoing example is not an unusual one. Clini-
cians often face a complex array of co-occurring, isolated,
or clustered symptoms that may be associated with one
or more axis I or axis Il conditions, giving rise to com-
plex clinical situations, The DSM-IV approach treats such
co-oceurring symptoms as background noise, interfering
with the primary task of matching symptoms to diag-
nostic criteria (9). Yet there is growing evidence that fail-
ure to acknowledge and address such symptoms leads
to less than acceptable response to treatment. For exam-
ple, Brown et al. (10) found that co-occurring symptoms
of panic were associated with a significantly reduced
probability of response to either nortriptyline pharma-
cotherapy or interpersonal psychotherapy among pri-
mary care patients being treated for depression. Similarly,
Buysse et al. (manuscript submitted for publication) found
that elderly patients with recurrent unipolar depression
and prominent anxiety responded significantly less well
to treatment with a combination of interpersonal psycho-
therapy and nortriptyline. Finally, Frank and colleagues
(unpublighed data) noted that middle-aged women with
recurrent unipolar depression and high levels of somatic
anxiety were significantly less likely to respond to inter-
personal psychotherapy alone.

SPECTRUM AND NEUROTIC PERSONALITY

Research concerning the relationship among spectrum
phenomena, trait-like syndromes, and comorbidity is of
substantial clinical relevance. Some authors suggest that
this relationship of categories and multiple temperament
dimensions may constitute an apparent diagnosis of per-
sonality disorder (8, 11-13). Even patients themselves
sometimes attribute symptoms to some personality dys-
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function (12). The descriptive approach taken by the spec-
trum model reconceptualizes such dysfunctional traits
and presumed personality disorders as a mosaic of recog-
nizable and treatable manifestations of one or more axis
I disorders. This view is consistent with that expressed by
the Slaters (14), who considered “neurotic personality”
to be composed of symptoms drawn from mood and anxi-
ety disorders (15-17). Tyrer (18, 19) also identified the
co-occurrence of different types of anxiety symptoms
and depression and called this “general neurotic syn-
drome.” Tyrer’s hypothetical construct is that of a single
nosological entity in which patients are distributed along
a continuum that has predominant depressive symptoms
at one extreme and predominant anxiety symptoms at
the other. In contrast, we propose that this heteroge-
neous group of individuals with complex comorbidity is
better understood if conceived of as suffering from spectra
of distinct disorders, each likely to be responsive to spe-
cific treatments,

What is shared by the spectrum model and the theory
of neurotic personality is the idea that an underlying
diathesis, composed of phenomena such as residual
symptoms and poor interpersonal, sexual, and social
adjustment, leaves one vulnerable to the appearance of
acute symptoms. The spectrum model essentially re-
verses the traditional European view of psychopathol-
ogy, which holds that the predisposition to neurosis
arises from a lifelong premorbid psychopathological
personality (14, 20-23). Instead, we consider early-on-
set symptoms and subthreshold phenomena as manifes-
tations related to a major disorder shaping the adult
personality, Such symptoms, in themselves, are poten-
tially morbid and incapacitating. In support of this po-
sition, by adopting the spectrum approach, we have
also observed that the appropriate treatment of sub-
threshold phenomena was followed by substantial im-
provement in personality functioning.

SPECTRUM ASSESSMENT

Standardized and reliable assessment of DSM panic
disorder (24-28) and scales rating the severity of various
anxiety symptoms (29-36 and Shear et al., manuscript
submitted for publication) are available, Further, Shear
and Maser (37), responding to a recommendation by the
National Institute of Health Consensus Development
Conference on the Treatment of Panic Disorder (38),
reported results of an assessment standardization con-
ference. Clinicians were provided with essential, recom-
mended, and optional measures for a comprehensive as-
sessment of panic disorder, Although not discussed at this
conference, appropriate use of these measures could result
in detection of much of the phenomenology of panic dis-
order as conceived by the proposed spectrum model, We
believe, however, that assessment of the panic spectrum
can be better accomplished by using a specific instrument
designed for this purpose.

Grounded in several years of clinical experience with
mood and anxiety disorders, and with panic disorder
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in particular, clinical researchers working at the Insti-
tute of Psychiatry at the University of Pisa, Italy, began
to evolve a systematic approach to the assessment and
treatment of patients that is based on the spectrum
model. This effort led to the first conceptualization of
the panic-agoraphobic spectrum and systematic meth-
ods for its assessment (39, 40). The remainder of this
article focuses on the panic-agoraphobic spectrum and
the description of a pilot study with the first assess-
ment instrument developed for validating the model,

PANIC-AGORAPHOBIC SPECTRUM DOMAINS

The seven domains of panic-agoraphobic symptoms
assessed in the Panic-Agoraphobic Spectrum Question-
naire evolved from clinical experience in Pisa. The do-
mains include panic symptoms, anxious expectation,
phobic features, and sensitivity to reassurance, to sub-
stances, to general stress, and to separation. These do-
mains, as well as the symptoms thought to constitute
them, must be subjected to formal and rigorous testing
to confirm their validity,

Panic Symptoms

The panic attack is the essential core manifestation re-
quired in the DSM-IV criteria for panic disorder (41-46),
According to DSM-1V, at least four of 13 symptoms are
required for the diagnosis of a panic attack. However, in
agreement with the observation that limited-symptom
panic attacks may produce impairment similar to that of
full-blown attacks (47), we consider a great variety of
isolated panic symptoms to be clinically relevant also.

Moreover, we have observed panic patients in whom
the sudden onset of less common symptoms, not listed
in DSM-1V, can be associated with intense anxiety,
similar to that produced by classic panic symptoms.
Such symptoms can be very distressing psychic experi-
ences and may produce important changes in the pa-
tient’s emotional life and behavior. Therefore, we in-
clude in this domain experiences, mostly associated
with acute and intense anxiety, such as unstable bal-
ance, sudden numbness, a sense of disorientation, “jelly
legs,” tiredness, transient loss of sight or hearing, hy-
persensitivity to noises, light, or heat, and distress in the
presence of an indefinite visual perspective such as may
occur én a foggy day, on the open sea, or in snowy flat
landscapes (appendix 1 provides a full list).

" Anxious Expectation

This domain encompasses two subcategories: 1) an-
ticipatory anxiety focused on the occurrence of typical
or atypical panic symptoms and 2) a persistent general
state of alertness, associated with a sense of insecurity,
impotence, or impending menace with respect to physi-
cal and psychic integrity,

A few patients describe persistent apprehension and
worries about symptoms in the apparent absence of
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panic attacks, with the consequent adoption of a range
of maladaptive behaviors as a response to these wor-
ries, Others experience concerns that may be associated
with specific situations and linked to previous experi-
ence of panic symptoms, sometimes long forgotten by
the patient. Anxious expectation can become the main
source of intense suffering and marked interference
with overall functioning (48).

Phobic and Avoidant Features

Although agoraphobia and panic disorder are consid-
ered independent syndromes in DSM-IV, in clinical
practice they are clearly related. Some authors (43, 49~
51) consider phobic/avoidant symptoms to be a compli-
cation of panic disorder, while others (52-54) point out
that a subtle phobic/avoidant behavioral pattern may
also precede the onset of other panic manifestations.

Avoidance primarily occurs as an attempt to cope
with the distress related to panic symptoms and antici-
patory anxiety. When extensive, such avoidance can be
temporarily successful in blocking panic (49, 55, 56).
More commonly, patients try to counteract their fears
through efforts to confront feared situations and/or by
dependence on a companion. For these patients, reports
of mild distress when they are facing situations that
commonly produce agoraphobic reactions should be
considered clinically significant.

Most clinicians are familiar with the syndrome of
claustrophobia, also common in patients with panic
disorder. In a substantial number of patients, claustro-
phobia takes the form of intolerance of any perceived
obstacles to breathing, including those related to con-
striction of airways (e.g., safety belts, ties, shirts, swal-
lowing pills) or to perceived impairment in the quality
of the air (e.g., stale air, humid air). These claustropho-
bic symptoms are considered to be manifestations of the
panic spectrum. Such a view is consistent with Donald
Klein’s hypothesis of a malfunctioning suffocation
alarm in panic disorder (57). However, we believe that
such phobic manifestations are often misdiagnosed as
simple phobias or labeled as “anxious-neurotic person-
ality traits,” and this may lead to inadequate treatment.

Some social phobias actually represent another com-
mon panic-related phobia (58, 59). It is important to rec-
ognize that social fears and avoidances may be the overtly
recognizable manifestation of panic disorder. The fear
may be one of being humiliated by the occurrence of panic
symptoms during a public gathering. Alternatively, the
arousal usually linked to a public performance can itself
be experienced as frightening (60, 61). Such phobic anxi-
ety may produce mild to severe avoidance that interferes
with social and work relationships (54) and is not easily
distinguishable from primary social phobia. The correct
attribution of symptoms to the panic-agoraphobic spec-
trum is crucial in choosing an effective therapeutic ap-
proach, since the response of secondary social phobia to
treatment with tricyclic antidepressants is similar to that
of panic disorder, whereas primary social phobia seems
to show poor response to these compounds (61).
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Illness phobia is a third common type of panic-re-
lated phobia. Cognitive-behavioral theorists have
drawn attention to the fact that misinterpretation of
bodily sensations as catastrophic is virtuaﬁy universal
in panic patients (45, 62, 63), The panic spectrum
model extends this observation to individuals who ex-
hibit hypochondriasis and/or a full-blown illness pho-
bia. Distortion of self-perceptions of health and hypo-
chondriacal thinking are very common in panic
disorder (64-68). Hypochondriacal concerns may be
focused on the fear of having a potentially lethal dis-
ease. For example, isolated palpitations may be inter-
preted as signs of a heart attack and a sudden headache
as a symptom of a stroke or a brain tumor; mild diffi-
culty in breathing may be followed by intense fear of
having a severe form of asthma or bronchitis. Patients
with illness phobia may report feelings of distress or
may engage in avoidance in response to medical situ-
ations. Even reading medical magazines or hearing
conversations concerning medical topics may produce
symptoms. Such individuals typically become anxious
when undergoing laboratory testing or other medical
diagnostic procedures.

Another manifestation of panic-related phobia is fear
and avoidance of medications. Indeed, this may be a pre-
dictor of vulnerability to panic disorder. Some panic spec-
trum patients report having idiosyncratic “allergies” to all
or almost all drugs. These individuals carefully scrutinize
every word of the package insert that comes with pre- -
scribed medications and, terrified by the possibility of ex-
periencing any of the adverse reactions described, fail to
comply with the prescribed treatment. Sometimes the dis-
tress is focused only on psychotropic drugs, where the
fear is that such medications will permanently change
one’s personality or cause loss of control.

Phobic reactions to sleep may occur and lead to delay
in going to bed or refusal to go to bed. Sleep phobia may
be related to worry about dying during sleep and/or fear
of having a nocturnal panic attack. Fear of anesthesia
or taking hypnotic drugs may be a related expression of
the same phobia.

Another type of fear and avoidance centers on bad
weather (thunderstorms, strong winds, snowstorms,
etc.) or the anticipation of natural disasters such as
earthquakes and volcanic eruptions. Because of this
phobia about natural phenomena, persons with panic
traits may be reluctant to go to specific places (e.g., ar-
eas of seismic activity) so as to avoid risking their lives
in a natural disaster.

Sensitivity to Reassurance

Individuals with the panic diathesis often rely on reas-
surance from others as a means of coping with an over-
whelming sense of insecurity and impotence (69, 70).
Lacking a well-developed capacity for autonomous ac-
tion, they continuously seek help from friends, relatives,
and neighbors. In some individuals, the powerful need for
reassurance may give rise to peculiar interpersonal behav-
ior and increased dependency; in others, it may induce
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manipulativeness and dramatic exaggeration of symp-
toms in order to obtain help and protection.

A specific form of help-seeking behavior involves pa-
tients’ physicians. There may be repeated requests for
medical examinations and laboratory or other diagnos-
tic procedures, as well as unnecessary admissions to
emergency care units and medical centers. Sometimes
these patients attempt to establish close friendships
with doctors, in order to feel free to contact them any-
time, anywhere. Similarly, the attachment of such pa-
tients to a psychotherapist may be so strong that they
are unable to terminate therapy even when the therapist
indicates that further treatment is not warranted or un-
likely to be of any value.

Quite often these patients do not limit their magical
faith to doctors and companions; sensitivity to reassur-
ance may be manifested as superstitious thinking about
protective objects. Some individuals feel that they need
to take with them talismans such as a bottle of water, a
hat, sunglasses, a stick, a dog, a good luck charm, or
anxiolytics, Sometimes another person serves this pur-
pose, so that the panic patient becomes incapable of
going places alone.

Sensitivity to Substances

Sensitivity to several chemicals and to psychotropic
medications is a well-described feature of panic disorder
(71<73). For these patients, one more cup of coffee, a
single dose of a recreational drug (74), or small doses of
tricyclic antidepressants (75, 76) may trigger a full-blown
panic attack. This sensitivity also encompasses with-
drawal symptoms, as well as symptoms associated with
tranquilizer dose reduction, Conventional tapering sched-
ules for benzodiazepines or alcohol during detoxification
may be too rapid for persons with a panic diathesis (77).

Sensitivity to General Stress

Although panic patients were found not to be more
reactive than normal subjects to specific laboratory
stressors (78), several studies have revealed the vulner-
ability of panic patients to stressful life events (67, 79—
83). However, panic symptoms may also occur in re-
action to minor stressors such as day-to-day family
problems, a brief period of sleep deprivation, or over-
work. To protect themselves, these individuals typically
ask to be kept away from any trouble, warning relatives
and friends against giving them bad news. This attitude
represents a general tendency toward harm avoidance.

A paradoxical manifestation of this sensitivity to stress -

may be the onset of panic symptoms after relief from
tension (e.g., onset of palpitations after driving off a
busy highway or walking out of a crowded room).

Sensitivity to Separation
Whether separation anxiety disorder is, in fact, more

frequent in patients with agoraphobia than in the gen-
eral population remains a controversial issue (43, 84—
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86). Nevertheless, the separation sensitivity domain has
been included in the panic-agoraphobic spectrum be-
cause in clinical practice, many adult panic patients
show an enhancecll) sensitivity to separation, regardless
of whether there was a full-blown separation anxiety
disorder in childhood. Symptoms of separation anxiety,
as part of the panic-spectrum phenomena, may first ap-
pear in children as school phobia and in adults as reluc-
tance to leave home for vacations or for a job or as
distress when sleeping alone or far from home. Such
anxiety may persist into old age.

Separation-sensitive individuals often react dramati-
cally to loss (or even to the anticipation of it), such as
the end of a friendship or partnership, the news of se-
vere illness, or the sudden death of a loved one or even
a pet (87). Consequently, they tend to develop close and
emotionally intense relationships characterized by de-
pendency (58, 88-92) and often choose a partner on the
basis of his or her high reliability as a companion.

TRANSITION FROM CLINICAL HYPOTHESES TO
EMPIRICAL VALIDATION: THE SPECTRUM
QUESTIONNAIRES

Following the initial work of Cassano et al. (39), Cas-
sano and Michelini began work on the empirical vali-
dation of the spectrum model. This work commenced
with the development of a structured interview to assess
the panic-agoraphobic spectrum. In 1995 they were
joined by a group of U.S. consultants, and the task force
was extended to include other Italian psychiatrists su-
pervised by two associate professors. The goal of this
research project is to develop and test assessment in-
struments that can be used to study the spectrum model,
its relation to current diagnostic categorical classifica-
tions, and its usefulness in facilitating more focused
consideration of treatment choices and a more complete
evaluation of the patient’s quality of life,

Specifically, the project involves the development,
psychometric testing, and validation of assessment in-
struments conceived as complementary to categorical
nosologies. At present, the Panic-Agoraphobic Spec-
trum Questionnaire and the Structured Clinical Inter-
view for the Panic-Agoraphobic Spectrum are the most
fully developed. As is detailed below, the former has
been administered to patients with several different axis
I conditions. Preliminary versions of the bulimic-ano-
rexic spectrum, the obsessive-compulsive spectrum,
and social phobic spectrum assessment instruments
have also been developed, and work has commenced on
the mood disorders spectrum interview,

PILOT STUDY OF THE PANIC-AGORAPHOBIC
SPECTRUM QUESTIONNAIRE

To test the questionnaire version of the panic-agora-

phobic spectrum assessment, we undertook a study of
its performance in various clinical populations. The hy-
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TABLE 1. Sociodemographic Characteristics of Study Subjects Grouped by Diagnosis

(26). For the eating disorder group,

because of the difficulty in recruiting

Patients With patients without depressive symp-
Panic toms, a history of depressive epi-
Patients With  Patients With ~ Disorder and ~ Patients With sodes currently in full remission was
Panic Unipolar Unipolar Eating allowed, All patients were in treat-

Disorder Depression Depression Disorders ment,
Variable (N=30) (N=20) (N=20) (N=30) Aft;r written informed consent
- was obtained, the patient underwent
Mean  SD Mean  SD Mean  SD Mean  SD diagnostic assessment based on the
SCID-P by a senior psychiatrist
Age (years)? 364" 133 [0 It b 443 129 b i) 3.8 (G.B.C.) and then was randomly as-
: , sbigned to another rater (E.C., S.M.),
o 0 0 0 lind to the subject’s axis I diagnosis,
Sex N % N % N " il » for the administration of the Panic-
Male 16 §3.3 7 35.0 2 10.0 1 3.3 Agpraphobic Sp_ccrru;n Questloq-
e 14 46.7 13 65.0 18 90.0 29 96.7 naire. The questionnaire is a semi-
Race : ;tructur?d mtcrl\gew.;om.pose? ;:f
; r 6. our sections: 1) identification of the
g&"c 38 108'8 28 108'8 28 108 8 2? 93; patient and the assessor; 2) general
Curre;l; adind wissed oy 1l ¢ ; records and Idcmographic informa-
Single 11 36.7 /] 10.0 3 15.0 30 100.0 tion; 3) previous and current treat-
Married 16 533 14 700 13 650 0 00  ment 4) 144 panic-agoraphobic
Di d by 6.7 1 50 3 15.0 0 0.0 spectrum items descriptive of the
Wl_\éorccd 1 13 3 150 1 50 0 0.0 phenomena of panic disorder and
LM; 0:;:1 e ! y ; grouped in the following domains
Noge 13 43.3 P 25.0 3 15.0 30 100.0 (each including one or more sub-
S 17 $6.7 15 750 17 85.0 0 0.0 sections): panic attack symptoms;
e s : - anxious expectation; phobic and/or
x;canon 1 13 0 0.0 1 5.0 0 0.0 avoidant features; reassurance sensi-
Primar S 167 13 650 7 350 7 233 tivity; substance sensitivity; general
Shens d};r 15 50.0 A 200 10 50.0 21 70.0 stress sensitivity; and separation sen-
Terti Y 9 300 3 15.0 2 10.0 2 6.7 sitivity. The items were extrapolated
Ma?ritgl:!u b ' . from an initial pool that was devel-
Housewife 3 11 5 313 8 471 0 00  Opedbyuson the basis of 15 years
Sholant 4 1 4:8 1 63 1 59 13 433 of clinical experience with panic dis-
Unskilledskiled worker ~ § 185 2 125 2 118 ¢ 200  order.Eachitemofthe Panic-Agor-
White collar worker S 18.5 2 12,5 2 11.8 6 20,0 phe dl; p;:cgtum Questionnaire was
Mamamiaaiee oy 9 333 4 25.0 b 176 1 33 rated by the interviewer as present or
U o 1 37 2 12.5 1 5.9 Vi 13, _abscnt,.and if it was present, a sever-
1 aemploy! b St ity rating was given, Because our
"Xll':)i :r e Ll 7 6.7 2 10.0 2 10.0 1 33 study was designed to investigate the
: . . . 0 : 6.7 presence of panic spectrum symp-
;’Vlitr}x‘s :iet]:rt'lov;d friends ZZ 9gg 1;/ 83’8 13 938 2(9) -90.0 toms throughout the patient’s life-
i ' - - time, we decided to rate severity for

“Eating disorder group significantly different from the other groups (p<0.0001, ANOVA).
bSignificant differences between groups for this variable (p<0.0001, chi-square test),

“Significant differences between groups for this variable (p<0.008, chi-square test).

dN=27 for the panic disorder group, N=16 for the unipolar depression group, and N=17 for the co-

morbid panic disorder/unipolar depression group for this variable,

pothesis was that scores on the Panic-Agoraphobic
Spectrum Questionnaire would be highest among those
who met the DSM-III-R criteria for panic disorder, as
either a primary or a comorbid diagnosis. Patients with
other DSM-III-R diagnoses (e.g., major depression, eat-
ing disorders) but no history of panic were expected to
- have lower scores on the questionnaire. The method
and results of the Panic-Agoraphobic Spectrum Ques-
tionnaire validation study are described below.

Method

One hundred inpatients with a lifetime diagnosis of pure panic disor-
der (N=30), pure unipolar depression (N=20), comorbid panic disorder
and unipolar depression (N=20), or an eating disorder (N=30), who
were consecutively admitted to the Institute of Psychiatry at the Univer-
sity of Pisa were included in the study. Diagnoses were based on the
Structured Clinical Interview for DSM-II[-R—Patient Version (SCID-P)
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“the worst period the patient had
ever experienced” in relation to a
specific symptom, Scores were calcu-
lated as a ratio: the sum of scores for
each domain divided by the maxi-
mum score possible for that domain,

Results

Demographic characteristics of the subjects, grouped
by axis I diagnosis, are shown in table 1. All but one of
the enrolled subjects was Caucasian. There was a pre-
dominance of women (74%) over men (26%), mainly
as a result of the high percentage of women in the eating
disorder group. The mean age was 36.7 years (SD=
15.5); the eating disorder patients were significantly
younger than the patients in the other groups. Patients
living with relatives (N=91) outnumbered those living
alone (N=7) or in an institution (N=2), a situation con-
sistent with the demographic characteristics of the gen-
eral population in Italy. The difference among diagnos-
tic groups with respect to marital status was highly
significant. The high proportions of unmarried patients
and patients with no children in the eating disorder
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TABLE 2. Panic-Agoraphobic Spectrum Questionnaire Scores of Study Subjects Grouped by Diagnosis

Group C:
Group B: Patients
Group A: Patients With Panic Group D:
Patients - With Disorder and Patients
With Panic Unipolar Unipolar With Eating
Disorder Depression Depression Disorders
) e e s Significant Differences Between Groups
Measure Mean SD Mean  SD Mean  SD Mean  SD (ANOVA)
Total score 78501 13.0 192111140 414 148 1241 8.5  Avs. D (p<0.0001); C vs. A (p=0,002),
Cvs. B (p<0.0001), C vs. D (p<0.0001)
Panic symptoms 203 L4 196" 18 46,7 17.5 13.8 119  Avs. D (p<0.002); C vs. A (p=0.0003),
Cvs. B (p<0.0001), C vs. D (p<0.0001)
Anxious expectation 483 °% 230 23,7 "4268.9 e & 209 124 127 Avs. B (p=0.001), A vs. D (p<0.0001);
Cvs. B (p<0.0001), C vs. D (p<0.0001)
Phobia/avoidance 298 144 19:2:15118:6 448 184 Lk} 8.5  Avs. D (p<0.0001); Cvs. A (p<0.009),
C vs. B (p<0.0001), C vs. D (p<0.0001)
Reassurance sensitivity 202 12,1 12,004 102 46.8....14.3 9.7 7.2 Avs. D (p=0.005); C vs. B (p=0.0009),
Cvs. D (p<0.0001)
Substance sensitivity 14.4 18.3 5.4 9.8 196 184 By § . B ADvs(. Do(ponool.;)Z); Cvs. B (p<0.02), Cvs,
p=0.
General stress sensi- 41.1 25.0 29.1 28.4 492 302 212 16.3 D vs. A (p=0.03), D vs. C (p=0.03)
tivi
Scpar?n'tion sensitivity 26,6 17.9 Sdslail. 2.8 40,0, 1172 172 153 D vs. B (p=0.03), D vs, C (p=0.0006)

group can be partly explained by the lower mean age of
those patients,

Table 2 shows the mean Panic-Agoraphobic Spectrum
Questionnaire scores of the patients by diagnostic group.
As expected, the patients with panic disorder showed
higher total scores on the questionnaire than the patients
with pure unipolar depression and the patients with eating
disorders. Also as expected, the presence of comorbidity
implied a more severe clinical picture; the patients with
comorbid panic disorder and unipolar depression scored
the highest. Similarly, the mean score obtained in the panic
symptom domain was higher among the patients with
comorbid panic disorder and unipolar depression than
among those in the other diagnostic groups. The degree
of anxious expectation seems to have been influenced
mainly by the presence of a panic disorder diagnosis, with
highly significant differences between the panic disorder
group and the unipolar depression group, between the
panic disorder group and the eating disorder group, be-
tween the comorbid panic disorder/unipolar depression
group and the eating disorder group, and between the
comorbid group and the unipolar depression group, but
not between the comorbid and noncomorbid panic dis-
order groups. Patients in the comorbid panic disor-
der/unipolar depression group scored significantly higher
than those in the other three groups in the domain of
phobic and avoidant features. The differences among
groups with regard to reassurance sensitivity and sub-
stance sensitivity were significant for comorbid or pure
panic disorder versus eating disorder and for comorbid
panic disorder/unipolar depression versus pure unipolar
depression, with patients who had panic disorder scoring
higher in all cases. Patients with eating disorders scored
significantly lower than patients with pure or comorbid
panic in the general stress sensitivity domain. No signifi-
cant differences among the groups were found in the sepa-
ration sensitivity domain, except that eating disorder pa-
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tients scored lower than those with unipolar depression
with or without comorbid panic disorder.

Discussion

Among the four diagnostic groups, the patients with
axis I panic disorder scored highest on the panic spectrum.,
Comorbidity with depression enhances the severity of
panic-agoraphobic symptoms and/or modifies the way in
which the symptoms are experienced, supporting, once
again, the clinical relevance of the presence of more than
one disorder in the same patient. It is noteworthy that the
patients with eating disorders and those with pure unipo-
lar depression had scores on the Panic-Agoraphobic Spec-
trum Questionnaire that, though low in comparison with
those of the panic patients, were substantially different
from 0. According to the spectrum model, the detection
of a panic diathesis in these patients is crucial for obtaining
a more precise picture of their clinical condition, for se-
lecting the correct therapeutic strategy, and, ultimately,
for providing appropriate treatment. In the case of pa-
tients with full-blown panic disorder, the value of the
Panic-Agoraphobic Spectrum Questionnaire is in moni-
toring treatment and follow-up. In pharmacological stud-
ies of anic patients, the Panic-Agoraphobic Spectrum
Questionnaire could serve as a tool facilitating the devel-
opment of more specific antipanic medications. In psy-
chotherapy studies, identification of subtle symptoms
could be used to develop more focused and refined treat-
ment techniques.

UTILITY OF THE SPECTRUM APPROACH
The spectrum model is based on clinical observation

and is essentially atheoretical. Nonetheless, it provides
a flexible and comprehensive operational system for de-
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scribing phenomena that are the presumed expression
of an underlying unitary psychopathological process.
The psychopathological continuum, either subclinical
or subsyndromal, understood within the framework of
the spectrum model acquires new clinical relevance,
ranging from a vulnerability factor to a basis for pre-
vention, improved treatment, and quality of life,

Other authors have described myriad clinical phe-
nomena—such as soft signs; subclinical, subsyndromal,
subthreshold, formes frustes, and atypical symptoms;
subtle or limited-symptom attacks; and partial or in-
complete manifestations—to denote polymorphic
manifestations that may precede, accompany, or follow
a major disorder. Such symptoms can lead to marked
interference with overall functioning (47, 54, 67).
Early-onset spectrum-like phenomena have been con-
sidered to be direct clinical expressions of temperament
(15,21, 23, 93-99), have been interpreted as constitut-
ing the primary basis of personality itself, and have
been seen as vulnerability factors for a neurotic break-
down. Following this line of thinking, we contend that
early-onset, often subthreshold spectrum manifesta-
tions of one or more major disorders may imprint cog-
nitive style and drive learned behaviors that become
what is currently thought of as a personality profile.

Without any pretense of having a proven theory of
how spectrum conditions relate to other axis I and axis
[I disorders or to other spectrum conditions, we bring
our clinical experience to bear in developing a project
to test these spectrum concepts empirically, From the
outset, the Panic-Agoraphobic Spectrum Questionnaire
has shown excellent interrater reliability when it has
been administered at the Institute of Psychiatry in Pisa.
Its ability to discriminate among clinical populations in
a logical fashion provides initial confirmation of its po-
tential usefulness, Throughout several years of clinical
application, the spectrum approach has also shown ro-
bust clinical justification, with a range of advantages
that can be summarized as follows.

1. Enhancement of the clinician-patient relationship.
The spectrum model constitutes an operational frame of
reference for clinicians that may substantially improve
the clinician-patient relationship. This comprehensive
and analytical approach makes patients feel more fully
understood and comfortable during diagnostic evalu-
ations, since from the first contact, they recognize that the
interviewer is familiar with their personal feelings and
experiences. In turn, clinicians can adjust their commu-
nication style to the spectrum of the patient (e.g., adopt
an appropriately reassuring style in the case of a patient
who shows help-seeking behavior within the panic spec-
trum or adopt an extroverted style with a patient who has
a hyperthymic temperament within the bipolar spectrum).
In our experience, the resulting enhanced communication
leads patients to adhere more readily and completely to
the therapeutic plan,

2. Drug selection and treatment strategies. The enor-
mous growth of the field of psychopharmacology dur-
ing the 1970s was intertwined with the development of
DSM diagnostic categories, which came to be thought

34

of as monolithic entities. The 1980s brought the con-
cepts of comorbidity and of the interepisode or lifetime
presence of subtle symptoms and traits on a psycho-
pathological continuum with a full-blown disorder. In
the 1990s further conceptualizations of psychiatric ill-
nesses are evolving. With the advent of atypical neuro-
leptics, selective antidepressants, and reversible mono-
amine oxidase inhibitors, it is increasingly possible to
target discrete dimensions of psychopathology or clus-
ters of symptoms. The increased specificity and the be-
nign side effect profile of some of the new compounds
have lowered the severity threshold for initiation of
treatment and raised new interest in mild and sub-
threshold psychiatric conditions. Intervention at this
level, considered by some to be application of “pharma-
cological cosmetics,” is a logical part of the proposed
model that aims to correct the spectrum manifestations
which impair functioning, interfere with quality of life,
and/or constitute ongoing vulnerability to occurrence
of a full-blown disorder. Moreover, since use of the
spectrum approach results in a more detailed descrip-
tion of the presenting psychopathology, treatment
strategies—whether psychotherapeutic or pharma-
cotherapeutic—can be individually tailored.

We can illustrate this approach using examples from
a collection of unpublished clinical reports gathered at
the Institute of Psychiatry in Pisa. Consider the cases of
two patients with what appears to be the same type and
severity of major depressive episode diagnosed accord-
ing to the DSM-IV or other categorical criteria. The cli-
nician prescribes the same antidepressant (e.g., clomi-
pramine) for both patients, starting and increasing the
dosages at the rate usually recommended for the treat-
ment of depression (100). After 15-20 days, one patient
improves as expected, while the other, from the first
days of treatment, evidences panic attacks and worsen-
ing of depression. When examined more closely, the pa-
tient who markedly improved shows subtle obsessive
traits (e.g., perfectionism, “just-right” phenomena, stub-
bornness) that make clomipramine a good choice for
first-line treatment; the patient who worsened instead
shows panic-agoraphobic spectrum symptoms (e.g.,
mild claustrophobia, drug or illness phobia, separation
sensitivity) that predispose to full-blown panic attacks,
triggered by an inappropriate therapeutic regimen of
clomiprmine (too high initial doses and too rapid rate
of increase). The adoption of the spectrum approach
would have anticipated these opposite outcomes.

-3. Outcome measures and monitoring of course of ill-
ness. The current spectrum questionnaire could also
serve to monitor spectrum symptoms over short periods,
allowing clinicians to follow prospectively the course of
these symptoms during and after treatment. Such a precise
assessment could provide a detailed picture of the degree
of response, as well as an indication of when relapse may
be imminent. This approach would result in a thorough
and systematic identification of cognitive changes, per-
sisting residual symptoms, or maladaptive behaviors
emerging during the entire course of the illness. It should
be possible to draw analytical profiles of the illness course
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and flow charts of therapeutic response that track the
persistence/emergence of spectrum symptoms in relation
to treatment initiation and discontinuation,

4. Identification of subtle personality traits and en-
hancement of quality of life. A central premise of the spec-
trum model is that some trait-like behaviors may be
considered manifestations of an illness diathesis (either
prodromal or residual). If this is the case, major inroads
could be made into the understanding and treatment of
these maladaptive behaviors and, by extension, of per-
sonality disorders. Not surprisingly, the use of a treatment
strategy that addresses early-onset symptoms, even in
the absence of any clear-cut disorder, has been found to
produce meaningful changes in the maladaptive life-
style of a patient and, consequently, in the perceived qual-
ity of life. In contrast, failing to recognize and address
such traits may leave the clinician puzzled as to why, if
all of the axis I symptoms have remitted, the patient still
reports feeling miserable or maladjusted.

5. Subtyping of patients for clinical research. The at-
tempts made to investigate the causes of anxiety and/or
mood disorders by using inclusion criteria based on sets
of DSM-IV symptoms leads to an overly broad selec-
tion of subjects, It is widely appreciated that such a
strategy results in a heterogeneous group of patients.
The spectrum assessment could help to discriminate
subgroups with specific patterns of symptoms, as well
as premorbid personality and temperamental features,
Such subtyping would allow investigation of more ho-
mogeneous groups, increase the chances of identifying
specific pathophysiologic mechanisms, and improve the
rates of response to efficacious interventions.

6. Fine-tuned assessment of psychopathology in pri-
mary care and addictive behaviors. The spectrum as-
sessment can be fruitfully used for patients with the
medical conditions known to coexist with mild forms
of anxiety disorders (101-105). Moreover, since most
drug addicts show other axis I comorbidity (106, 107),
the spectrum model can serve to explore the subtle psy-
chopathological features of these patients that may also
enhance the risk of detoxification failure.

7. Educational features. Sir Martin Roth concluded a
recent article (54) by stating that “practicing psychia-
trists will for an indefinite time ahead have to be trained
and equipped with a wide span of knowledge, experi-
ence, and skill to enable them to investigate and diag-
nose, but also to understand and empathize with, their
patients.” The spectrum model has been shown to be
easily understood and successfully applied by inexperi-
enced resident physicians; moreover, trainees report
feeling more comfortable and confident in making di-
agnoses by using the spectrum model as an operational
frame of reference rather than relying only on DSM-IV.

CONCLUSIONS
Since Kraepelin, Kretschmer, and Jaspers, the psy-

chopathological continuum linking temperamental fea-
tures to full manifestations of major disorders has been
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seen as clinically meaningful. In 1936 Lewis (108)
stated that “a gross blatant psychosis may do less dam-
age in the long run than some meager neurotic incubus:
a dramatic attack of mania or melancholia, with delu-
sions, wasting, hallucinations, wild excitement and
other alarms, may have far less effect on the course of
a man’s life than some deceptively mild affective illness

~which goes on so long that it becomes inveterate. The

former comes as a catastrophe, and when it has passed
the patient takes up his life again . . . while with the lat-
ter he may never get rid of his burden.”

In agreement with these authors, the spectrum ap-
proach considers as clinically relevant and potentially
incapacitating not only the full-fledged disorder but
also its early-onset, atypical, and atténuated presenta-
tions. Spectrum phenomena such as subtle symptoms of
separation anxiety or soft signs of mood dysregulation
may precede the full manifestation of a disorder by
many years or may appear as sequelae revealing the
continuity of the underlying psychopathological pro-
cess. The spectrum model provides a complemepgary
clinical tool for the current diagnostic and classification
systems of mental disorders. The latter, by giving sharp
prototypic group definitions, miss the aura that sur-
rounds the core of mental disorders. Consequently,
spectrum phenomena are often neglected by clinicians,
even when these interfere greatly with the patient’s
overall functioning; their detection is even more diffi-
cult when they are perceived as ego-syntonic, passively
accepted by the patient,

The spectrum model, and the systematic assessment
approach that follows from it, is in an early stage of vali-
dation. As such, it is currently only a hypothetical model
with theoretical advantages. We recognize that the pro-
cess of validation may lead to changes in the specific
form of some of the hypothesized features. Thus, the
Panic-Agoraphobic Spectrum Questionnaire is presented
here only in its main structure. A detailed description will
be provided after full psychometric testing, We believe
that spectrum assessment represents a formalized method
for doing the kind of minute clinical assessment that ex-
perienced treating clinicians have always done in every
branch of medicine. Preliminary results suggest the panic-
agoraphobic spectrum instrument we have designed is ef-
fective in capturing clinically relevant phenomena, On the
basis of the analyses of the data derived from our pilot
study, our assessment methods have been further re-
fined, léading to the development of the Structured Clini-
cal Interview for the Panic-Agoraphobic Spectrum. This
interview is currently being tested in a large multicenter
study. We expect this iterative process to continue for
some time. Further, it is our plan to involve a broad-based,
multidisciplinary group of international investigators in
the further validation and assessment of the spectrum
model and related structured interviews. We consider
our ultimate task to be the preparation and stand-
ardization of a single, comprehensive, practical, and us-
able instrument that will evaluate the wide range of
spectrum phenomena of multiple common psychiatric
conditions.
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APPENDIX 1, Atypical Symptoms Assessed in the Panic-Agoraphobic
Spectrum Questionnaire®

Feeling confused, numb

Feeling of spatial disorientation

Sensation of walking on a velvet tread or foam rubber or
as if legs were jelly

Feeling unstable, walking awkwardly or as if legs were
stiff

Sensation of urinary or bowel incontinence

Onset of depressive symptoms

Feeling of losing control

Headache

Hypersensitivity to heat, stale air, or humid air

Hypersensitivity to perfumes or other odors

Hypersensitivity to light

Hypersensitivity to noises

Discomfort in the presence of blurred perspectives

Discomfort in the dark

Asthenia

Feeling as if something had broken inside the brain or the
body

Feeling as if one had become blind or deaf

1Includes symptoms, either acute or persistent, that are not listed in
the DSM-IV criteria for a panic attack.
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