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Interactions Between Self-Exposure and
Alprazolam in the Treatment of Agoraphobia
Without Current Panic: An Exploratory Study

Enrique Echeburta, Paz De Corral, Elvira Garcia
Bajos and Mercedes Borda

Universidad del Pais Vasco, Espana

The aim of this work was to test the comparative efficacy of four
therapeutic modalities (self-exposure, self-exposure + Alprazolam, Alp-
razolam, and self-exposure + placebo) and also to determine the com-
bined effects of self-exposure with Alprazolam and self-exposure with
placebo in the treatment of agoraphobia without current panic. The
sample consisted of 31 patients selected according to DSM-III-R cri-
teria. A multigroup experimental design with repeated measures of
assessment (pre-treatment, post-treatment and 1, 3 and 6-month follow-
up) was used. The results indicated that there was a similar therapeutic
improvement (in about 75% of the cases) between pre- and post-
treatment in all therapeutic modalities, except for the Alprazolam group,
where improvement did not take place, was rather weak or tended to
fade as time passed. This improvement increased at the follow-ups in
the self-exposure + placebo group, remained stable in the self-exposure
group, and was irregular or fairly unpredictable in the self-exposure +
Alprazolam group. There was a positive combined action between self-
exposure and placebo and a negative interaction between self-exposure
and Alprazolam. The highest relapse rate appeared in the therapeutic
modalities where the active drug was administered. The intratreatment
evolution was faster in the self-exposure group than in the others, but
it tended to remain stable in the second part of the therapy. It is
therefore concluded that the efficacy of self-exposure therapy may be
the same if reduced to half the number of sessions. Finally, several
topics that may contribute to future research in this field are commented
upon.
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Introduction

It is only recently that the combined action between drugs and psychologi-
cal therapies has begun to be studied systematically. This combined action
is still quite unfamiliar to us. From the perspective of behaviour therapy,
agoraphobia, together with depression and obsessive-compulsive disorders,
are the major fields where such combined treatments have been carried out
(Marks, 1987).

Patients referred to in this research have been agoraphobic without cur-
rent panic according to DSM-III-R criteria (American Psychiatric Associ-
ation, 1987) (cf. Mavissakalian, 1988). In other studies, combined
behavioural and psychopharmacological (particularly with antidepressants)
treatments in the management of agoraphobia have proved to be highly
efficient (Aronson, 1987; Telch, Agras, Taylor, Roth and Gallen, 1985).
But drop-out rates in these programmes are too high (about 30-35%) and
indeed they are over the average drop-out figures (about 10%, according
to Mavissakalian and Barlow, 1981, or 16% according to Marks et al., 1983)
in non-pharmacological programmes. This is partly due to the slow rate of
improvement and partly to undesirable side effects.

The interaction under test in this study, therefore, was that between a
benzodiazepine, which has less side effects than tricyclic antidepressants,
and spouse-assisted exposure, which has proved to be the best therapeutic
option in the treatment of agoraphobia (Jannoun, Munby, Catalan and
Gelder, 1980; Marks and O’Sullivan, 1988, 1989) (see Table 1). The aim of
this choice was to take advantage of combined therapeutic treatments and
to avoid the high drop-out rate that appears in treatments using anti-
depressants.

TABLE 1. Long term follow-up of self-exposure in the treatment of agoraphobia

Country Authors Follow-up N Results
(years)
Germany Hand (1986) 6 75 Improvement

Great Britain Marks (1971) 4 65 Improvement
Great Britain Munby and Johnston (1981) 7 65 Improvement
Great Britain McPherson et al. (1980) 4 56 Improvement
Great Britain Burns et al. (1986) 8 18 Improvement
Great Britain Lelliott et al. (1987) 5 40 Improvement
Holland Emmelkamp and Kuipers (1979) 4 70  Improvement
Spain Echeburia et al. (1991) 1 31 Improvement

This research focused on the differential efficacy of four therapeutic
modalities (self-exposure, self-exposure + Alprazolam, Alprazolam, and
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self-exposure + placebo), which have been assessed at five different times
(pre-treatment, post-treatment, 1-month, 3-months and 6-month follow-

up).'
Method

Subjects

Thirty-one individuals were identified on the basis of the following criteria:
a) that they fulfil the requirements of agoraphobia without current panic
in the structured clinical interview according to DSM-III-R criteria (Spitzer
and Williams, 1987), and answer a minimum of 5 motor responses in the
Inventory of Agoraphobia (Echeburda and Corral, 1990b) with a mark of
3 or more; b) that they should be between 16 and 65 years old; c) that they
had suffered from the agoraphobic disorder for at least one year before the
treatment; d) in the case of female patients, that they be unable to become
pregnant due to proper contraception methods, to sterility or to the absence
of sexual relations; e) that they should not suffer from any kind of physical
incompatibility regarding psychopharmacological drugs; f) that they should
be ready to abandon any other psychological or psychopharmacological
treatment for at least 1 week (or 2 weeks if the drug is a MAOI) before
starting the treatment; g) that they had not been treated with an i vivo
exposure treatment before; h) that they be available during the whole study
period and ready to attend weekly meetings as decided in the programme;
) that they should not be alcoholic or addicted to drugs, nor suffer from
a current major depressive episode or serious organic illness; and j) that
they consent to the study once they had been duly informed.

The screening was carried out with 88 individuals. The number of patients
selected according to required criteria was 47. Only 36 started the treatment,
33 finished it, and 31 completed the study with the appropriate follow-ups.
The reasons why 11 of those fulfilling the inclusion criteria did not start
the treatment were as follows: a) incapacity to give up the psychopharmaco-
logical treatment before starting the clinical trial (3); b) clinical improvement
between the screening and the start of treatment (3): c) disagreement with
the pharmacological treatment group assigned (3); d) incapacity to go out
to the place of treatment due to agoraphobia (1); and e) loss of contact with
the patent (1).

Therapists

There were six therapists (four clinical psychologists and two psychiatrists)
responsible for the treatment. The clinical psychologists were trained in
behaviour therapy and had about 4 years clinical experience; the psy-
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chiatrists had been trained in psychopharmacology and had the same
amount of clinical experience.

Patients belonging to the four therapeutic modalities were distributed at
random among the four clinical psychologists at the screening stage. Patients
included in the self-exposure, self-exposure + Alprazolam and self-exposure
+ placebo groups were assessed and treated by the clinical psychologsts.
Patients assigned to the Alprazolam group were also assessed by the clinical
psychologists, but treated by one of the two psychiatrists.

Independent assessor

The independent assessor in this research was a clinical psychologist with
one year therapeutic experience. She was “blind”’ regarding the therapeutic
modalities to which patients were assigned.

Experimental design

A multigroup experimental design with multiple and repeated measures of
assessment (pre-treatment, post-treatment and 1, 3 and 6-month follow-
ups) was used in this study. The patients were assigned to the different
groups at random, after a preliminary stratification on the following vari-
ables: age, sex, duration and seriousness of the problem. The final groups
and therapeutic modalities, as well as some demographic features corre-
sponding to the patients, are shown in Table 2.

It was a “double blind” study, where neither therapists nor patients knew
whether they were administering or taking, respectively, an active drug or
an inert substance. In addition, at the end of the treatment, when therapists
and patients were asked to guess if they had been administering or taking,
respectively, drug or placebo, they were not able to discriminate between
both of them in a significant way.

In this study, a no-treatment control group was not used, firstly because
of ethical problems and secondly, because non-treated agoraphobic patients
suffering from this disorder for at least one year (the only kind of patients
selected for this research) do not tend to show spontaneous remissions
(Agras, Chapin and Oliveau, 1972).

Assessment measures

The specific measures used were the Fear Questionnaire (Marks and
Mathews, 1979), the Inventory of Agoraphobia (Echeburta and Corral,
1990b), the Adaptation Scale (Echeburtia and Corral, 1990a) and the Self-
Records (Mathews, Gelder and Johnston, 1981). Adequate reliability and
validity data have been reported for these instruments by their respective
authors.
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Procedure

Psychological treatment. The psychological treatment chosen for this
research was that of gradual in vivo self-exposure, which is related to
the programmed practice method (Mathews et al., 1981). The therapeutic
programme consisted of seven individual weekly sessions (except for the
first two sessions, which took place in the same week), so that the whole
treatment lasted six weeks. The average total time therapist and patient
spent together, apart from the assessment (of variable duration), was 4
hours and 15 minutes.

The self-exposure programme was based on patients’ daily records, on
the self-help booklet by Mathews et al. (1981), and also on the collaboration
of a spouse (or a friend, in cases where there was no spouse or where there
was a serious marital conflict) as co-therapist, being provided with a help
booklet for the patient (Mathews et al., 1981). Each individual had a tailor-
made self-exposure treatment, which was related to the target-problems
designed together between the therapist and the patient. The patient had to
keep an exposure-homework diary (Marks, 1986) and accomplish the sel-
exposure tasks six days a week, two hours a day, according to the therapist’s
instructions.

Pharmacological treatment. The drug used in this research was Alprazo-
lam in three daily 0.5 mg. doses at fixed times. Compared to other studies
with Alprazolam in panic disorder and agoraphobia (Ballenger, Burrows
and Dupont, 1988), the dose used in this research is lower, but adequate
for the kind of patients studied (agoraphobics without current panic) (Ech-
eburda, Corral, Garcia and Borda, 1991). The patient had to take the drug
throughout seven sessions, organized in the same way as in the psychologi-
cal treatment.

The treatment started at least one week (or two in the case of treatment
with MAOIs) after patients had stopped taking any other drug. It was
planned that withdrawal syndrome should be avoided by administering a
moderate but therapeutic dose of Alprazolam (1.5 mg./day) to the patients
and by withdrawing the drug gradually from the 6th week in the following
way: a reduction of 0.5 mg./day the first four days of the 7th week, and
of 0.5 mg./day the remaining three days. At the end of the 7th week, the
treatment was totally over.

Individuals belonging to the self-exposure + placebo group were adminis-
tered with placebo pills, apparently identical and with the same dosage rules
as to Alprazolam.

Independent assessment. The independent assessment was carried out
before the treatment, after the 4th session, after the treatment, and during
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the three follow-up controls (1, 3 and 6 months). In this research, it is of
note that the independent assessment also took place in the middle of the
therapy (not usually the case in other studies), owing to our desire for a
reliable evaluation of the intratreatment progress.

Results?

All the analyses were carried out using non-parametric statistics, due to the
fact that the data referred to small groups. Firstly, the ANOVA Kruskal-
Wallis was used at each assessment in order to test the distribution of the

TABLE 3. Means and standard deviations for each outcome measure at the pre-treatment,
intratreatment, post-treatment, and 1 month, 3 month and 6 month assessments

Self-exposure  Self-exposure  Alprazolam Self-exposure
(N = 8) + Alprazolam (N =7) + placebo
N=9 (N=7)

Mean (SD) Mean (SD) Mean (SD) Mean (SD)
Fear Questionnaire
(FQ)
Subscale of
Agoraphobia (0-40)
Pre-treatment 2462 (11.73) 2222 (12.87) 24.43  (9.83) 25.29  (9.65)
Post-treatment 12,12 (13.00) 6.67  (5.11) 16.86  (8.15) 871  (5.09)

1 month 9.25  (12.00) 1211  (11.56) 19.71  (10.67) 857  (5.41)
3 months 9.25 (11.91) 922  (8.36) 1628 (13.15) 657  (5.26)
6 months 8.14  (10.65) 13.55  (1251) 1571  (13.79) 529  (4.99)

Adaptation scale
Global Subscale

(0-5)
Pre-treatment 350  (1.30) 3.88  (0.92) 357  (1.51) 4.00  (1.00)
Post-treatment 1.62 (1.30) 2.44 (0.88) 3.14 (0.90) 2.28 (0.95)
1 month 175 (1.48) 244  (1.01) 271 (LI11) 200  (1.29)
3 months 200  (1.77) 200  (1.11) 257  (1.27) 200  (1.15)
6 months 157 (1.71) 1.88  (1.26) 271  (1.11) 157  (0.97)

Independent

assessment

Global Subscale

(0-5)
Pre-treatment 3.75  (1.16) 3.88  (0.60) 328  (1.97) 442  (0.97)
Intratreatment (3 2.50 (1.55) 2.66 (0.70) 1.85 (1.67) 3.14  (0.69)

weeks)
Post-treatment 2.37 (1.59) 1.66 (0.70) 257 (1.51) 2.00  (1.00)
1 month 250  (2.00) 1.88  (1.45) 214  (1.34) 142  (0.78)
3 months 212 (1.95) 1.88  (1.05) 217  (1.11) 1.00 (0.81)

6 months 212 (1.88) 1.55  (1.01) 200  (1.29) 0.85  (0.89)
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groups assigned to the different therapeutic modalities. Secondly, the Mann-
Whitney test was used to compare the groups by pairs. And finally, in
order to follow the groups throughout the different assessments, we used
the Wilcoxon test, which enabled us to compare by pairs the repeated
measures within the groups.

Means and standard deviations for each measure at the pre-treatment,
intra-treatment (3 weeks), post-treatment and 1-, 3- and 6-month assess-
ments are presented in Table 3. A summary of the statistical findings
referred to between-group and within-group comparisons at all assessments
is shown in Table 4.

Agoraphobia subscale in the fear questionnaire

This consists of five items, assessed in terms of the intensity at which
people avoid the situation expressed by the questionnaire, on a 0-8 scale, 0
corresponding to “I do not avoid it” and 8 “I always avoid it”. Means
corresponding to each therapeutic modality and assessment are presented
in Figure 1.

In the ANOVA Kruskal-Wallis on therapeutic modalities at each assess-
ment, no significant results were shown. However, in the Mann-Whitney
analysis between pairs of groups there were statistically significant differ-
ences between self-exposure + Alprazolam and Alprazolam (U=7.5; p<.01)
at the post-treatment assessment; and between self-exposure and Alprazo-
lam (U=12; n<.05) at the 1-month follow-up assessment; and between
self-exposure + placebo and Alprazolam at the post-treatment (U=19;
p<.05), the 1-month (U=8; n<.05) and 6-month (U=10.5; p<.05) follow-
up assessments. These results showed that the level of avoidance under the
self-exposure, under the self-exposure + Alprazolam and under the self-
exposure + placebo conditions was much lower than the level observed in
the Alprazolam group for those periods of time.

The results and significances of comparisons between assessments for
each therapeutic modality according to the analysis of Wilcoxon are sum-
marized in Table 4. These results showed significant pre- to post-treatment
differences in all therapeutic modalities. These differences tended to remain
stable at follow-up assessments, except for the Alprazolam group, whose
therapeutic effects tended to fade over time. In the self-exposure + placebo
group, the results showed that the improvement continued over time.

Global subscale of the adaptation scale

This consists of one item, where the individuals have to evaluate from 0
“nothing” to 5 “very much” the degree to which their normal life can be
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FIGURE 1. Graphic representations of means in the different therapeutic conditions and
assessments



