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Preface

“Nothing fails like success because we don't learn from it. We learn only from failure.”
Kenneth Boulding

Panic disorder (PD) is currently defined in the DSM-IV as a chronic anxiety disorder which
is characterized by recurrent unexpected panic attacks (American Psychiatric Association
1994). These panic attacks are described as discrete periods of intense fear or discomfort, in
which various symptoms develop rapidly, such as palpitations, shortness of breath, chest
pain, nausea, chills or hot flushes. Intense fear of losing control, going crazy or dying is
often also reported, but fear is not mandatory to diagnose this symptom-complex as a panic
attack. Patients frequently start avoiding places or situations where they think panic attacks
are likely to occur and from which escape might be difficult. This agoraphobic avoidance,
together with the constant anticipatory anxiety of having another panic attack, and of course
the panic attacks themselves, leads to significant impairment in social and vocational func-
tioning and decrease in overall quality of life (Pollack and Marzol 2000; Mogotsi et al 2000).

The lifetime prevalence of PD is about 3% (Eaton et al 1994; Kessler et al 1994). There is
evidence that the prevalence in primary care settings is even higher, with a median preva-
lence of 4% to 6% (Leon et al 1995; Shear and Schulberg 1995; Tiemens et al 1996). This
implies that primary care physicians regularly see patients with PD, but, unfortunately, this
diagnosis is often overlooked. In one study, over sixty percent of patients with PD were not
recognized by their physicians as having this disease (Spitzer et al 1994).

The American Psychiatric Association (APA) issued their practice guideline for the treat-
ment of PD some years ago (Work Group on Panic Disorder.American Psychiatric Asso-
ciation 1998). According to the guideline, effective treatment for PD should consist of
either panic-focused cognitive behavioral therapy (CBT) or pharmacotherapy. Currently it is
not known whether a combined antipanic treatment of CBT and medication is superior to
either treatment alone. Considering pharmacotherapy, antidepressants or benzodiazepines
have been shown to be effective treatments for PD. For many patients, the selective seroto-
nin reuptake inhibitors (SSRI’s) are likely to have the most favorable balance between ad-
verse effects and benefit. This should all be know to health workers in the field, but it ap-
pears from several studies that PD patients often do not get adequate treatment, or even
receive no treatment at all (Roy Byrne et al 1999). In a study on the adequacy of pharma-
cotherapy in PD patients, Cowley and co-workers (1997) have shown that in a sample of
106 PD patients, previously treated by their community practitioners, only 59 (23%) of 252
documented medication trials were adequate in medication, dosage and treatment duration.
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Other researchers have reported similar findings (Taylor et al 1989; Bandelow et al 1995;
Roy Byrne et al 1999).

It may be clear from the facts, briefly described above, that not all PD patients are cor-
rectly diagnosed and treated according to the APA guideline. This thesis focuses on another
problem in the treatment of panic disorder: nonresponse to pharmacotherapy. Even in
properly diagnosed patients who received adequate pharmacotherapy, some 20% to 40% of
patients do not respond at all. Considering the fact that it may take several weeks of treat-
ment before a clinical effect can be expected, and the side effects associated with pharma-
cotherapy, it is an important clinical task to identify factors which can predict nonresponse
to pharmacotherapy in panic disorder.

In chapter 1 the available data is reviewed on the prediction of nonresponse to pharma-
cotherapy in PD. In chapters 2 and 3 a study is described which investigated predictive
factors to treatment with fluvoxamine, an SSRI, or brofaromine, a selective and reversible
monoamine oxidase inhibitor (MAOI) in PD. In chapter 4 a preliminary study is described
in social phobia (SP). This study was undertaken to see if predictive variables, reported in
our studies with PD, would also be predictive of nonresponse to fluvoxamine or brofaro-
mine in SP.

One of the predictors of nonresponse we found in patients with PD or SP was an ele-
vated heart rate at rest, which might indicate a higher autonomic arousal in nonresponders.
Several studies have investigated the involvement of the autonomic nervous system (ANS)
in panic disorder and there is evidence that the ANS function may be disturbed in PD
(Roth et al 1986; Weissman et al 1987; Yeragani et al 1989; Seier et al 1997; Bystritsky et al
2000). Recent studies have used the analysis of heart rate variability (HRV) as a tool to study
the functioning of the ANS. In chapter 5 HRV is investigated as a possible predictor of
nonresponse to mirtazapine, a dual action antidepressant we investigated in PD patients
(Boshuisen et al 2001). In chapter 6 we present data on a large scale comparison of HRV
data in patients with panic disorder, obsessive compulsive disorder (OCD) and age matched
normal controls. This study was undertaken to investigate whether patients with OCD are
also characterized by ANS abnormalities, as has been reported in patients with PD.

The intention of the present research work was not to further investigate treatment suc-
cess, but to get an insight in the myriad factors which may lead to treatment failure with
pharmacotherapy in panic disorder. A thorough understanding of the factors involved in
nonresponse should lead to a larger percentage of patients getting and staying well. Ulti-
mately, studies are needed which test whether it is possible to intervene, based on the
knowledge of baseline predictors of nonresponse, in an attempt to increase response to
pharmacotherapy in panic disorder.
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