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validity (i.e. degrees of success in measurement), as
shown by significant relationships between PDQ
scores and other variables (Morley & Snaith, 1989).

(a) PDQ scores have been shown to have predictive
validity; for example, in relation to symptoms and
signs of depressive disorders (Pfohl eta!, 1987).

(b) A degree of construct validity has been demon
strated by factor analysis of PDQ scores in relation to
the three clusters of PDs described in DSMâ€”IIIâ€”R
(Dowson & Berrios, 1991).

(c) PDQ scores have shown concurrent validity in
several studies by demonstrating differences between
various clinically defined groups; for example, in
relation to subgroups of patients with a history of
anorexia nervosa (Dowson, 1992).

However, there can be poor agreement between
PD diagnosis by questionnaire and structured
interview; Hunt & Andrews (1992) concluded â€œ¿�the
PDQâ€”Rmay well be tapping some dimension of
personality, but it is inappropriate for the assessment
of specific personality diagnoses . . .â€œ.There are
certainly discrepancies between PDQ PD diagnoses
and clinical concepts of the thresholds for the use of
PD diagnoses, as PDQ PDs can be found in â€˜¿�normal'
samples and several studies in patient populations
have shown that the PDQâ€”Rhas lower thresholds for
diagnosis than interview data. But these findings do
not necessarily invalidate questionnaire data; cut-off
points for PD diagnoses can be modified (although
any cut-off point is arbitrary and loses information),
while structured interviews are also subject to
methodological problems. Perhaps PD is often
underdiagnosed by interview methods (i.e. maladap
tive patterns of behaviour are missed), particularly in
relation to those criteria which do not depend on
readily-identified behaviour.

Dr Coid questions the value of an informant's
questionnaire when the patient is not compliant.
However, the generally poor correlation between
patients' and informants' total scores, or between
scores for individual PDs, can disguise satisfactory
agreement for certain individual PD criteria. But I
accept Dr Coid's point that there is no short cut in
obtaining a detailed PD assessment in the individual
patient and I did not claim that a self-report instru
ment can achieve this. However, I believe that this
format has a research role in groups of patients and,
in some respects, such as examining relationships
between subtle emotional and attitudinal states,
self-report questionnaires may be at least as good
as other methods. But, for the individual patient,
PDQ self-report data can identify areas for further
exploration in the clinical interview, including
any obvious discrepancy between the patient's and
informant's scores.

The self-report format requires further develop
ment (perhaps with scaled ratings for selected items),
but has a track record as a research instrument and
can complement information from interview assess
ments. The Screening Test for Co-morbid Person
ality Disorders (STCPD) also encourages us to look
for a range of psychopathology from more than one
PD category, which appears to accord with clinical
reality in most personality-disordered patients.
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Combination treatment of depression

J. H. DOWSON

SIR: The interesting paper by Seth et al (Journal,
October 1992,161, 562â€”565)can be supplemented by
three other investigations which have reported the
benefit of combined treatment with selective 5-HT
uptake blockers (SSRIs) and tncyclic antidepres
sants (TCAs) in depressed patients (Weilburg et a!,
1989, 1991; Nelson et a!, 1991). None of these
investigations has been controlled, but effects of
combination treatment in patients unresponsive to
first-line antidepressant medication are likely to be
observations of clinical significance.

For those who may intend to use this drug combi
nation it is important to take note that SSRIs can
produce striking increases in plasma concentrations
of co-administered TCAs. There have, for example,
been reports of severe adverse reactions, including
seizures, when fluoxetine has been combined with
TCAs (Aranow et al, 1989; Preskorn et a!, 1990). It
may be that other SSRIs, such as sertraline, would be
less likely to increase plasma TCA levels, but until
formal studies are available, caution is needed when
SSRIs and TCAs are combined. In this respect, the
low doses of nortriptyline used by Seth et a! are
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undoubtedly wise, but measurement of plasma TCA
levels is also a sensible precaution, particularly in the
elderly.

Our own experienceof combining SSRIs with
TCAs such as desipramine and lofepramine has also
beenencouraging,although sadly the 100%success
notedby theauthorshaseludedus.An adverseeffect
we have sometimes encountered when combining
SSRIs and TCAs has beenan increasein agitation
and restlessness.Such reactions are important to
recognise in depressedpatients and we were therefore
interested to note that a similar reaction may have
occurred in one of the authors' reported cases.At
present we believe that combined SSRIâ€”TCAtreat
ment should be reservedfor patients who do not
respond to lithium augmentation of first-line anti
depressanttreatment.However,asignificantnumber
of patientswho do not respondto thelatter approach
may behelpedby subsequentcombination of SSRIs
and TCAs.
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that the improvement of their patients was due to
nortriptyline alone despite the combination with
other drugs.
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Aumoas' REPLY:ProfessorTerao raisesthe issue
that nortriptyline alone could have produced the
beneficialeffectandthis wasnot assessedsufficiently.
This was an open clinical case study where patients
were treated empirically without study design. As
most patients had been on tricyclic antidepressants,
which act on many neurotransmitter systems, includ
ing down-regulation of beta receptors (Cowen,
1990), and as clinically greater efficacy for nor
triptyline compared with other tricyclics has not been
shown (Mandells, 1968), it is unlikely that nortripty
line alonecould haveproducedthe benefit.We still,
however, acknowledge the issue raised by Professor
Terao and concluded in our paper that a double
blind clinical trial was necessary.

Drs Cowenand Powermakea numberof interest
ing commentsassociatedwith potential sideeffects
when using combination treatment with tricyclics
and selective serotonin reuptake inhibitors (SSRIs).
Firstly, they acknowledge the point already made
that there is a need for a controlled trial to evaluate
the effect of combination treatment in patients
who are unresponsive to first-line antidepressant
medication.

The secondpart concernspharmacokinetic inter
action between SSRIs and tricyclics and we would
endorsethe view that serum levelsof tricyclic anti
depressants should be monitored. We would also
recommendthat, particularly in the elderly, blood
pressure should also be monitored, as in our
experiencea few patients have developedpostural
hypotension requiring lowering of the tricyclic dose.

Thirdly, they raised the issueof the combination
treatment producing an increase in agitation and
restlessness in some patients, and indeed this has
also been our experience. It is, however, notable that
SSRIs alone can produce a similar side-effectand,
indeed, occasionally a â€˜¿�serotonergiccrisis'. As

P. J. COWEN
A. C. POWER

Sm: I read with interest the article by Seth et a!
(Journal, October 1992, 161, 562â€”565).They
concluded that the combination therapy with nor
triptyline and a 5-HT reuptake inhibitor was more
effectivethan individual therapiesalone. From their
case descriptions, however, I could not find the
evidencethat the effect of nortriptyline alone was
assessedsufficiently before the combination. More
over, plasma nortriptyline levels in their patients
(118 @sg/lin Case4, 68 @sg/lin Case7,and 104@sg/lin
Case 8) were within the reported therapeutic range
(50â€”139@tg/lby Asberg et al, 1971;50â€”175@tg/1by
Kragh-SÃ¸rensen, 1973). Thus, there is a possibility
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