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The development of antidepressants is a continuing
process and starting or finishing a review in any parti-
cular year risks the creation of arbitrary breaks. Howe-
ver a decade is as reasonable as any other time period to
choose for a look to take stock. This editorial will not
attempt to be comprehensive, but is a personal view of
some issues which have emerged, as seen by a clinician
and clinical psychopharmacologist.

It is forty years since the spectacular developments in
the late 1950s brought us the two major classes of anti-
depressants, the reuptake inhibitors and the MAO inhi-
bitors. There are now many such antidepressants licen-
sed and available. In the UK, in 1999 there were 28, ten
of them tricyclics, five SSRIs, four other reuptake inhi-
bitors, three older MAO inhibitors, one RIMA and five
drugs with other actions. It was in the 1990s that the SSRIs
came to particular prominence, although some of them
were available a little earlier. They have now been fol-
lowed by newer drugs with other actions such as venla-
faxine, a non-tricyclic serotonin and noradrenaline reup-
take inhibitor, reboxetine, a noradrenaline reuptake
inhibitor, nefazodone and mirtazepine, with other actions.
With the expiry of the patent for fluoxetine it is unlikely
that we will see further new SSRIs.

A vigorous debate raged in a number of countries in
the earlier part of the decade as to which classes of an-
tidepressant were preferable, the tricyclics or the newer
drugs. The tricyclics have the advantage of being much
cheaper and there have been very large numbers of trials
establishing their efficacy and clinical place. We also
know the severity threshold a little below major depres-
sion at which their superiority over placebo develops
(Paykel etai, 1988; Stewart etal, 1983), although this
probably also applies to other antidepressants. On the
other hand the tricyclics have lower tolerability and dan-
gers in overdose. Most of the new antidepressants have
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very specific receptor and other pharmacological effects
without as many of the unwanted effects. Prescribing
rates for SSRIs and for newer antidepressants have been
rising steeply and in most countries the choice for mil-
der depression has moved to the newer drugs. There is
still debate as to whether broader spectrum reuptake inhi-
bitors with noradrenergic as well as serotoninergic ef-
fects may be more effective in severe depression.

The original impetus for development of SSRIs was
the idea that there might be specific serotonin deficient
depressions. In fact within depression responsive bio-
chemical subclasses have failed to be confirmed and the
advantages of the SSRIs have lain in their better tolera-
bility. What has emerged, somewhat unexpectedly, is the
superiority of SSRIs to noradrenaline reuptake inhibi-
tors in certain situations outside depression. This has been
seen most clearly in obsessive compulsive disorder.
There have been many comparisons of SSRIs versus pla-
cebo published in the 1990s, but the conclusive direct
comparisons of serotoninergic and noradrenergic drugs
in fact took place just before the decade (Thoren et al,
1980; Leonard et al. 1988; Goodman et al, 1990). There
is suggestive evidence that the same applies for anxiety
disorders (Evans et al, 1986; Den Boer & Westenberg
1988; Sasson et al, 1999).

An earlier debate about selectivity concerned the
MAO inhibitors. It dates back to early views from St Tho-
masf Hospital in London, first published by West a&
Dally (1959), that these drugs were more effective in aty-
pical depression. This concept has actually meant various
things to various people (Paykel et al, 1983). The de-
bate resurfaced in the 1980s with some studies sugge-
sting at least weakly that there was superiority to tricy-
clics where anxiety was present (Ravaris et al, 1980;
Sheehan et al, 1980; Paykel et al. 1982; Davidson et al,
1986). A further set of studies from New York indica-
ted superiority of phenelzine over imipramine with a dif-
ferent set of features, a pattern of oversleeping, overea-
ting, leaden fatigue and rejection sensitivity (Liebowitz
et al, 1988; Quitkin et al. 1988; 1990). Notably even in
these studies imipramine was superior to placebo. This
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view of atypical depression has become the standard one
in the USA in the 1990s. In fact in most circumstances
it is difficult to predict on the basis of clinical features
who will respond to a reuptake inhibitor and who to an
MAO inhibitor, and the place of the MAO inhibitors is
mainly as second line treatments. I have found them use-
ful in bipolar disorder. In the 1990s, the reversible MAO-
A selective competitive inhibitor moclobemide became
available. It does not appear to affect a different group
of patients from those gaining benefit from tricyclics, at
least in terms of clinical features (Paykel, 1995).

Whatever the antidepressant, some patients still fail
to respond. Only a relatively small proportion of the
whole spectrum of depressed patients fails to show any
improvement with antidepressants, but such resistant de-
pressives are encountered by all psychiatrists. The aug-
mentation strategy which is now the standard first choice
in this situation is addition of lithium, although other com-
binations such as use with antidepressants of tri-io-
dothyronine, tryptophan, and combination of non sero-
toninergic uptake inhibitors with MAO inhibitors, may
also have their place.

A combination which has received a good deal of at-
tention in the last few years is that of a serotoninergic
antidepressant with the 5HT1A antagonist pindolol. It is
based on the hypothesis that early in antidepressant treat-
ment 5HT1A autoreceptors act to diminish the increa-
sed neurotransmission and that full therapeutic effects
only develop when later subsensitivity of these recep-
tors occurs (Blier et al, 1987). The suggested use of pin-
dolol is really to produce more rapid response rather than
more complete response. Five controlled trials of pin-
dolol augmentation of antidepressants have found more
rapid response (Maes et al, 1996; Perez et al., 1997;
Tome et al, 1997; Zanardi et al, 1997; Bordet et al.,
1997) while one has failed to do so (Berman et al, 1997).
One study has found augmentation of effects of total sleep
deprivation (Smeraldi et al., 1999). The one study of aug-
mentation in resistant depression failed to show benefit
(Perez et al, 1999).

A much greater problem than resistant depression is
that of partial remission with residual symptoms, which
occurs in 20%-30% of depressives (Paykel et al, 1995;
Brodaty et al, 1993). These are patients who have not
responded fully to antidepressants. Here, two controlled
trials indicate that cognitive therapy has a place (Fava
et al, 1998; Paykel et al, 1999).

Part of the search for new antidepressants, at least af-
ter the first ten years, has been the hope for new drug
classes and new pharmacological actions. This has not
been easy, since most of the available animal antide-

pressant screening procedures probably test for the al-
ready known pharmacologies. Virtually all the currently
marketed antidepressants can be seen as in some way or
other to have primary effects which increase neurotran-
smission by noradrenaline, serotonin, or both, most com-
monly by inhibition of presynaptic reuptake, inhibition
of intraneuronal breakdown by MAO-A, or in a few drugs
presynaptic noradrenaline autoreceptor antagonism, or
other effects on 5HT receptors. For a small number of
drugs marketed in some countries, such as buproprion
or tianeptine, effects are less clear-cut and easily ex-
plained in this way, but for the most part when drugs
with novel pharmacologies have seemed promising, they
have in the long run turned out to be disappointing.

The latest and currently promising novel drug is a sub-
stance P antagonist, in its first published controlled trial,
superior to placebo and comparable to paroxetine-(Kra-
mer et al, 1998). It is still too early to tell whether this
will represent a new and effective class of antidepres-
sant.

No matter how effective the antidepressants, the ef-
ficacy cannot be achieved unless they are used properly.
The 1990s have seen considerable investment in guide-
lines for use and in educational campaigns to improve
usage in practice (Paykel & Priest, 1992; American Psy-
chiatric Association, 1993; Paykel et al, 1997). Attitu-
des of the general public to antidepressants, at least in
the UK, partly explain the reluctance to take them and
poor compliance often found in acute treatment. In a ge-
neral population survey a high proportion of subjects
viewed antidepressants as addictive and they were con-
siderably more positive regarding the use of counselling
than of antidepressants in treatment of depression (Paykel
et al, 1998).

The last fifteen years have also been a period of di-
sappointment in one aspect: the longer term outcome of
depression is still often far from ideal, characterised by
high rates of relapse and recurrence. The finding of this
pattern, in spite of the availability of modern treatments
emerged conclusively in follow-up studies in the later
1980s (Keller et al, 1984; Kiloh et al, 1988; Lee & Mur-
ray, 1988). Antidepressants are markedly superior to pla-
cebo in controlled trials of continuation therapy over
about six months after remission. Antidepressants and
mood stabilisers are also superior but less strikingly so
in longer term maintenance therapy (Paykel, 1996).
There are some discrepancies between the marked the-
rapeutic benefit found in controlled trials of long term
medication and the high relapse and recurrence rates
which remain in practice. This does not appear to be due
in large measure to failure to administer medication (Ra-
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mana et al., 1999). Probably some of the paradox is re-
solved by considering the samples in maintenance trials,
which often comprise patients who have responded to
acute treatment with the particular antidepressant being
evaluated, and in modern studies, have remained well
for six months continuation, and who in addition have
been selected by inclusion criteria for recurrent disor-
ders. Such patients, benefiting particularly from medi-
cation during acute treatment and continuation are most
likely to benefit during maintenance and to show worse
outcome when withdrawn to placebo.

Part of the story may also have to do with the speed
of withdrawal of medication. For lithium, high rates of
early relapse have been found in bipolars in a naturali-
stic study after drug withdrawal (Suppes et al., 1991).
In another naturalistic study relapse rates were lower af-
ter slow withdrawal of lithium than after abrupt with-
drawal (Faedda et al., 1993). There are withdrawal reac-
tions from very abrupt withdrawal, both of tricyclics and
of SSRIs (Rosenbaum et al., 1998). Although conclu-
sive evidence has not so far been presented for antide-
pressants that relatively rapid although not abrupt with-
drawal increases relapse rates compared with slow
withdrawal, there is suggestive evidence that this is the
case (Kupfer 1991). There is a prudent message for cli-
nical practice which has still not been widely formula-
ted at the end of the 1990s. Continuation and mainte-
nance antidepressants should always be withdrawn slowly
over three months or more rather than over a few weeks
or less.
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