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Prozac

IS It worthy of the hype?

In the fourth article in a series on landmark drugs, John Donoghue takes a look at Prozac and the massive media attention it has received over

the years. Has Prozac delivered what it promised?

with 20:20 vision. A cliché perhaps, but

often paraded as true, nonetheless.
However, an event occurred 20 years ago, the
outcomes of which, even with the benefit of
hindsight, many find difficult to credit.

The year 1988 saw a number of momen-
tous world events. The Soviet Union with-
drew its forces from Afghanistan, Pan Am
flight 103 crashed on Lockerbie, Benazir
Bhutto became the first woman leader of an
Islamic country, the Turin shroud was de-
clared a fake, Roy Orbison died, the human
genome project was started and Harry
Enfield told us all about “Loadsamoney”. It
was the first time we wore red noses to raise
money for charity, Dustin Hoffman won an
Oscar for his role in “Rain Man” and CDs
outsold vinyl for the first time. NASA scien-
tist James Hansen warned the US congress
about the dangers of global warming and the
greenhouse effect, George Bush senior told
the American electorate to “read my lips”
and, so quietly it went completely unnoticed
by most people, a future icon was introduced
to an unsuspecting world: Prozac.

Prozac (fluoxetine) was a member of a
new class of antidepressants, the selective
serotonin reuptake inhibitors, or SSRIs as
they quickly became known. Its development
came from a combination of serendipity and
self-interest but for a long time its future was
in doubt. Its discoverers, researchers working
for Eli Lilly, were unconvinced that it would
have any value as an antidepressant, and it lan-
guished for 16 years from its discovery in
1972 to its launch in 1988. It was not the first
of the SSRIs, nor has it been the last, but,
without any doubt, it has been the most suc-
cessful, achieving an iconic status shared with
few other medicines. How did this success
happen? Was it a result of aggressive and per-
haps cynical marketing? Was it because of a
sea-change in societal attitudes that became
more accepting of the medicalisation of emo-
tional distress? Or did this new class of med-
icines really offer important clinical
advantages to people with depression?

H indsight is a great thing; it always comes

A well-oiled machine

Eli Lilly possessed a slick and competent mar-
keting machine. From the outset, the advan-
tages of Prozac over the market-leading
tricyclic antidepressants (TCAs) — in the UK
amitriptyline and, as it was then known,
dothiepin — were emphasised. The problems
associated with the TCAs, ie, cardiotoxicity,
anticholinergic effects and daytime sedation
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were absent with Prozac. But by itself, this
was not enough to explain its phenomenal
growth. In the UK, just four years after its
launch, a golden opportunity arose. There was
to be a national “Defeat depression” cam-
paign; Lilly would align itself and its market-
ing closely with it.* Part of the campaign was
to stress the importance of the correct dosing
of TCAs — a concern that had been debated
by psychiatrists for some years.? With Prozac,
of course, the daily dose of 20mg was the ef-
fective dose — no need for any messy titra-
tion. But still that was not enough. Then in
the mid 1990s, two unconnected but highly
influential pieces of research emerged. The
first came from the National Poisons Unit,
which created a fatal toxicity index for anti-
depressants.® The most commonly prescribed
TCAs were among the most toxic in over-
dose (an all too common occurrence in de-
pression), while Prozac was among the least.
The second was the finding of large epidemi-
ological studies confirming beyond doubt
that the vast majority of prescriptions written
for TCAs in primary care were at doses that
were really too low to be effective, while the
SSRIs were almost always prescribed at an ef-
fective dose.* The marketing of Prozac was
quickly aligned with these discoveries.
Although other researchers published meta-
analyses showing that in clinical trials SSRIs
were no better tolerated than TCAs, it was
too late.*® The twin platforms of fatal toxicity
and sub-optimal use had let the genie out of
the bottle.

.

But it did not end there: Lilly sponsored
further research to show that among the
SSRIs, Prozac was the one that was used to
best advantage.” And when, some years later,
it emerged that with some SSRIs, particularly
paroxetine, unpleasant symptoms could
emerge on stopping treatment,®® Prozac mar-
keting took full advantage of this as well, in
the knowledge that with its long half life
Prozac was highly unlikely to cause such
problems.

An icon in the making

The marketing of Prozac took place in a pe-
riod of rapid societal change, particularly in
the US. The economy was buoyant and the
mood was optimistic; everybody, it seemed,
had the right not to be unhappy. In particu-
lar, the growth of the cult of the celebrity
provided a perfect vehicle for Prozac. The
media rapidly endowed it with a personality,
and it came to be the darling of talk shows,
featuring on the covers of international mag-
azines and inspiring a number of books in-
cluding ‘Listening to Prozac’ and ‘Prozac
Nation’.**** The BBC made it the subject of
an Everyman programme called “Welcome to
Happy Valley” that was set in Washington
State, dubbed the “Prozac capital of the
world”. It was the focus of the movie “Brain
Candy” (where it was called Gleemonex, al-
though everybody knew what it stood for).
America was said to be going crazy for the
happy pill and it was hailed as the “Elvis of
pharmaceuticals”.®? Talking about emotional
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distress became not just acceptable, but desir-
able, and Prozac was described as being as fa-
miliar as Kleenex and as socially
unremarkable as mineral water. Opinions
about Prozac quickly polarised. At one ex-
treme psychiatrist Peter Breggin and the
Prozac Survivors’ Support Group deplored
the type of “quick fix” solutions to society’s
personal, social and spiritual problems that
Prozac seemed to offer. Occupying the centre
ground was Peter Kramer who, in ‘Listening
to Prozac’,” took a serious look at the phe-
nomenon that Prozac had become and, al-
though he should not be considered an
apologist for Prozac, did invite criticism when
he defended what he called cosmetic phar-
macology. At the other pole were many fam-
ily physicians and psychiatrists trying to do
their best to help their patients, many of
whom were only too happy to appear on tel-
evision shows to tell any who wanted to lis-
ten how Prozac had helped them. The
possibility was raised that the benefits of
Prozac were not limited to treating depres-
sion, but offered opportunities for pharmaco-
logical personality reconstruction — thus
medicalising unhappiness. Naturally, the
media, sensing a story that was in tune with
the times and was set to run, were only too
happy to follow and even to try and direct it.
They gaily played off the therapeutic puri-
tans, who judged it to be morally imperative
to tough it out or call on a higher power
when faced with emotional distress, against
the enthusiasts, who saw nothing wrong in
attempting to improve mood and perceptions
with an antidepressant, even if it was just to
help with the ups and downs of everyday life.

The reality

Did Prozac and the other SSRIs deliver the
therapeutic revolution that they seemed to
promise? As with all revolutions there were
both positive and negative aspects. Although
clinical trials suggested that they had efficacy
similar to the older TCAs, SSRIs were less
toxic in overdose and their wider use clearly
improved the intensity with which antide-
pressant treatment could be delivered in pri-
mary care settings.”® Although this was not
quite the heady stuff of revolution, years later
it came to be reflected in advice from the
National Institute for Health and Clinical
Excellence (NICE) on the selection of an an-
tidepressant,* with a systematic review by
NICE confirming what everybody already
knew: that SSRIs were similarly efficacious
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but better tolerated than TCAs.* That is not
to say that they are without important adverse
effects. NICE considered the potential for
problems with anxiety, agitation, akathisia,
restlessness and thoughts of suicide with SSRI
antidepressants to be so great that health pro-
fessionals were advised to look for them
proactively and specifically warn patients
about them.* Other problems include sexual
dysfunction (which has been reported to
occur in as many as 70 per cent of SSRI-
treated patients), inhibition of hepatic cy-
tochrome P450 metabolic enzymes leading to
potentially important drug interactions and
discontinuation syndromes, particularly with
paroxetine.®

The emergence of discontinuation symp-
toms resurrected fears about dependence as-
sociated with antidepressants, first identified
in the Market and Opinion Research
International (MORI) poll conducted during
the *“Defeat depression” campaign,' later
given credence in a BBC Panorama pro-
gramme and likely to militate against treat-
ment adherence in the long term.

Where SSRIs have not proven helpful is in
treating disturbed sleep — an important
symptom of depression, and its importance is
often underestimated. Intractable sleep distur-
bance increases the risk of relapse, but SSRIs
are associated with increased sleep disruption
until after the underlying depression has im-
proved. Clinicians may resort to using seda-
tive TCAs or drugs like trazodone or
mirtazepine, though this is often at the ex-
pense of sub-optimal doses or other adverse
effects like weight gain.

The idea that Prozac and the other SSRI
antidepressants augured a therapeutic revolu-
tion in the treatment of depression is open to
debate. Improvements in the management of
depression have evolved rather than appeared
with dramatic suddenness. Antidepressants in-
troduced since the SSRIs, like venlafaxine
and mirtazepine, have shown few, if any, ad-
vantages over the SSRIs.A new gold standard
antidepressant, that has better efficacy than
currently available treatments, helps with
sleep disturbances and reduces still further the
burden of adverse effects including discontin-
uation symptoms remains elusive. Several
compounds are in development that are not
pharmacologically selective — like the SSRIs
— but which are seeking to enhance the an-
tidepressant effect by activity at multiple sites.
The current advice from NICE is that when
an antidepressant is prescribed in routine care,

SSRI antidepressants, particularly citalopram
or fluoxetine should be considered because
they are as effective as TCAs but less likely to
be discontinued because of side effects.*
These are the twin standards by which any
new antidepressant must be measured before
being given the opportunity to launch the
next therapeutic revolution.
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