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Abstract
The concept of an ‘‘antidepressant’’ implies a drug that acts in a disease specific way to reverse the neuropathological basis of
the symptoms of depression. However, there is little scientific research that could confirm this view. This paper reports an historical
study of the emergence of the concept of the antidepressant and the social forces that influenced its adoption. Historical literature
documents the increasing importance of the specificity of medical treatments in the 20th century and the increased power that they
conferred on medical practitioners. In the case of depression, stimulants were used as treatment from the 1940s. During the 1950s
the anti-tuberculous drugs iproniazid and isoniazid started to be portrayed as more specific than stimulants, even though their stim-
ulant effects were well documented. When imipramine was suggested to be effective in depression, it was presented solely as acting
in a disease specific way and it was soon referred to as an ‘‘antidepressant’’. The idea that some drugs have a specific action on the
underlying basis of depression caught on rapidly and was well established by the 1960s before any evidence was available to sup-
port this view. Forces that could have driven the adoption of this view include the psychiatric profession’s desire to integrate with
general medicine to improve its social status and to move away from the asylum into the community. Physical interventions and
drug treatments helped to boost its medical credentials and antidepressant drugs provided a convenient form of medical treatment
for community-based distress. They also helped the profession to counter attacks from the antipsychiatry movement. The pharma-
ceutical industry too helped to establish and disseminate the view of antidepressants as disease specific treatments in order to dis-
tinguish them from non-specific drugs. This study raises questions about the view that psychiatry was transformed into a modern
medical enterprise in the 1950s and 1960s by the introduction of disease specific drugs.
� 2008 Elsevier Ltd. All rights reserved.
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Introduction

Intense marketing of antidepressants over recent de-
cades has resulted in a dramatic rise in their use, and in
the widespread acceptance that depression is caused by
a chemical imbalance that can be rectified by drugs. In
2002, 11% of women and over 5% of men were taking
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antidepressants in the United States (Stagnitti, 2005).
This situation led Nikolas Rose (2004) to conclude
that a large proportion of people have come to ‘‘recode
their moods and their ills in terms of their brain chem-
icals’’. Although there has been some criticism of
levels of prescribing, and recent guidelines recommend
that use of antidepressants is restricted to people with
more severe conditions (National Institute for Clinical
Excellence, 2004), the idea that an antidepressant drug
can reverse depression has not been scrutinised.
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Certain drugs have been known as ‘‘antidepres-
sants’’ since the 1950s. Since that time they have
been thought to act as specific treatments for depression
according to what can be called a ‘‘disease centred’’
theory of drug action (Moncrieff & Cohen, 2006).
This theory or model suggests that drugs exert their ef-
fects by reversing the abnormal brain state that gives
rise to symptoms, or by rectifying a biochemical imbal-
ance. This contrasts with an earlier understanding of the
action of drugs in psychiatric conditions, which can be
called a ‘‘drug centred’’ model. This is the idea that
rather than correcting abnormal brain states, psychiatric
drugs induce abnormal states such as sedation or stim-
ulation. These states may sometimes be helpful in psy-
chiatric conditions or alternatively drug induced effects
may mask the manifestations of the disorder and so
create the impression of improvement.

Views about how psychiatric drugs worked changed
during the 1950s. Prior to this drugs were understood
as acting in a drug centred fashion, usually acting as
chemical restraints. However, the new range of psychi-
atric drugs introduced from the 1950s onwards came to
be seen as having disease specific actions. Although at
first drugs like chlorpromazine, first referred to as
‘‘neuroleptics,’’ were believed to act through inducing
an abnormal neurological state, they soon came to be
seen as treating the underlying basis of psychotic
symptoms and even of schizophrenia itself (The Na-
tional Institute of Mental Health Psychopharmacology
Service Center Collaborative Study Group, 1964; Whi-
taker, 2002). In line with this view they became known
as ‘‘antipsychotics’’. Drugs that became known as ‘‘an-
tidepressants’’ were also introduced in the late 1950s.

Foucault (1973) suggests that modern disease the-
ory started to emerge at the beginning of the 19th cen-
tury when diseases came to be seen as discrete
processes that could be located within particular parts
of the body. This view contrasted with the older ‘‘hu-
moral’’ notion of disease as a general state of bodily
imbalance. However, historians Edmund Pellegrino
and Charles Rosenberg suggest that it was only during
the late 19th and early 20th century that the new out-
look was widely accepted. The idea that substances
might have specific actions on disease processes was
first clearly articulated at the end of the 19th century
by Paul Erlich, the discoverer of tetanus antitoxin
and arsenic treatment of syphilis. He described the
new drug therapies as ‘‘magic bullets’’ that could
chemically target the infective agent without affecting
the rest of the body (Mann, 1999). At first these ideas
were greeted by scepticism among medical practi-
tioners and their patients and much medical practice
continued along humeral lines. However, over the first
decades of the 20th century confidence in science and
scientific medicine grew. There was an acceptance of
the disease theory of medicine and therapeutics among
professionals and the public even before many effec-
tive medical treatments were available. Medicine be-
came strongly associated with specialism and ‘‘cure
by specific therapy’’ became the ‘‘only really proper
sphere for the physician’’ (Pellegrino, 1979, P 255).

The new ideas brought with them a change in the
nature and status of the medical profession and its rela-
tion to science. Prior to modern conceptions of disease
and treatment, drug taking and prescribing were part of
a ‘‘fundamental cultural ritual’’ based on the shared
humeral model of bodily health and disease (Rosen-
berg, 1977). In this context, patients and doctors had
a more equal relationship than today. People took
home remedies to produce purging and frequented
quacks as well as regular physicians and all treatments
were based on the same principles. By contrast, modern
ideas about disease and its treatment require a detailed
technical understanding of the specific mechanisms of
disease that is not available to the layman. Through
the exclusive possession of this technical knowledge,
the medical profession acquired ‘‘enormous social
power’’ (Rosenberg, 1986, P 25). In return doctors
were expected to deliver more potent therapies.

Therefore, from the late 19th century the whole of
medicine was seeking disease specific treatments, a pro-
cess that resulted in some very effective drugs being de-
veloped starting with antibacterials like sulphonamides
and hormones including thyroxin and insulin. Thus, in
developing disease specific models of treatment, psy-
chiatry was following a general trend within medicine;
one that offered the hope of more effective therapies
and promised to empower medical professionals.
Most research on the history of psychiatry has accepted
the portrayal of modern psychiatric drugs as specific or
disease centred agents. Hence drugs are often credited
with revolutionising psychiatry by bringing it in line
with medical science and breaking the influence of
psychoanalysis and social psychiatry (Shorter, 1997).

However, elsewhere I have pointed out that there is
little evidence to support the assumption that psychiat-
ric drugs act in a specific, disease centred manner
(Moncrieff & Cohen, 2005; Moncrieff & Cohen,
2006). In the case of antidepressants, recent meta-anal-
yses suggest that their advantage over a placebo pill is
small, and possibly clinically meaningless (Kirsch,
Moore, Scoboria, & Nicholls, 2002; National Institute
for Clinical Excellence, 2004), and it has never been
demonstrated that they have consistently superior
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effects to other drugs with psychoactive properties.
Contrary to popular belief, it has not been demon-
strated that depression is associated with an abnormal-
ity or imbalance of serotonin, or any other brain
chemical, or that drugs act by reversing such a problem
(Moncrieff & Cohen, 2006).

Against this background, it is interesting to look at
how drugs now classed as antidepressants came to be
seen as disease specific treatments for depression. In
this paper, I will trace the development of the concept
of the antidepressant during the 1950s and 1960s. I will
also examine what extra-scientific forces may have
influenced the adoption of this view of the nature of
drugs used to treat depression, focusing, in particular,
on the interests of the psychiatric profession and the
pharmaceutical industry.

Methods and sources

A range of sources was identified for this project in
order to capture attitudes to and beliefs about early an-
tidepressant drugs. The two principle British psychiat-
ric textbooks of the mid 20th century were identified
by an eminent psychiatrist, Alec Jenner, who trained
and practised during this period. One of these, Hender-
son and Gillespie’s Textbook of Psychiatry, was first
published in 1927 and was published in nine editions
up to 1962. Clinical Psychiatry was published in three
editions between 1954 and 1969. He also identified
a well known and widely read textbook covering phys-
ical treatments in psychiatry published in 1944 (Sar-
gant & Slater, 1944). For a previous project, I had
examined all papers published in the British Journal
of Psychiatry every 10 years from 1905 and every 5
years from 1930 to 1965. For the current research, I
also examined articles published in the American Jour-
nal of Psychiatry in the three issues available for 1940,
all issues for 1950 and all issues published in 1960.

Key early research papers on antidepressants were
identified from previous historical research, and further
important papers were retrieved from MEDLINE
searches from 1950 to 1962 using the text word ‘‘anti-
depressant’’. The title and identity of the authors were
used to gage the importance of papers identified in this
way. I also located three specialist pychopharmacology
books published between 1955 and 1967 from histori-
cal library catalogues and two sets of papers from psy-
chopharmacology conferences held in 1959 and 1962.
By virtue of working as a local doctor, I was able to
obtain access to clinical case-notes of patients admitted
to two London hospitals between 1940 and 1960 that
were stored in the medical records department.
In order to examine extra-scientific influences on
ideas about the nature of psychiatric drug treatments,
I looked at publications by the psychiatric profession,
especially its professional bodies such as addresses
by the president of the Royal College of Psychiatrists
which were published as editorials in the British Jour-
nal of Psychiatry and publications of the American
Psychiatric Association. There is also useful secondary
literature on issues concerning the profession during
the mid 20th century. I looked at pharmaceutical adver-
tisements in the British Medical Journal that were
available from 1961 to 1965 and in the American Jour-
nal of Psychiatry from 1930 to 1965. These were ex-
amined for how they portrayed the nature and action
of the drug they were advertising.

All reported findings were cross-checked in more
than one source where possible.

Results

Treatment of depression prior to the 1950s

Although melancholia is a longstanding psychiatric
diagnosis, there was little coverage of depression in
textbooks or journals prior to the 1940s, apart from
in the context of manic depression. It was generally
felt that there was ‘‘no specific form of therapy’’ for
depression or for mania (Henderson & Gillespie,
1927, P 154). However, patient notes demonstrate
that sedative drugs were commonly prescribed to peo-
ple with features that would now be classified as de-
pression and from the 1930s amphetamines and other
stimulants were also used. In other research, Nicolas
Rasmussen (2006) has shown that stimulants were
marketed as antidepressants from the 1940s onwards
and helped to define a market for the drug treatment
of neurosis with depressive features largely based on
primary care. Rasmussen’s research shows how stimu-
lants were identified with a particular profile of depres-
sive symptoms characterised by anhedonia above all,
suggesting the beginnings of the idea of the specificity
of action. Pharmaceutical advertisements examined for
this study in the American Journal of Psychiatry in the
1940s and 1950s confirmed that stimulants were mar-
keted for depressive conditions. However, there was
little coverage of stimulants, or any other drugs, in
the British textbooks examined or in the academic ar-
ticles in both the British and American Journals of Psy-
chiatry. In fact not a single paper covering stimulants
was identified in any of the issues examined in either
journal. The only discussion of stimulants was found
in An Introduction to Physical Methods of Treatment
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in Psychiatry in which it was suggested that they were
not a specific treatment and also that they were not par-
ticularly helpful in depression (Sargant & Slater,
1944).

Convulsive therapy was introduced in the 1930s and
by the 1940s electro convulsive therapy (ECT) was in
widespread use in psychiatric hospitals. It was initially
viewed as a treatment for schizophrenia but gradually
it came to be seen as having its best effects in depres-
sion, particularly in involutional melancholia (Mayer-
Gross, Slater, & Roth, 1954). Although, there is still
no agreement about how ECT induces its effects, it
was generally regarded as acting to rectify the neuro-
pathological basis of depression, according to various
speculative theories (Paterson, 1963; Sadler, 1953).
For involutional melancholia it was described as
a ‘‘specific and adequate means to relieve this common
illness’’ (Moss, Thigpen, & Robinson, 1953, P 896).
With the arrival of ECT depression came to be seen
as a treatable condition that made up an important
part of psychiatric practice. In 1944, the authors of
the leading British psychiatric textbook claimed that
‘‘the immediate outlook in depressions, whether manic
depressive or involutional, has been transformed by the
introduction of ‘shock’ treatment, first by the cardiazol
method and now by electricity’’ (Henderson & Gilles-
pie, 1944, P 261). Therefore by the 1950s, when the
modern idea of an antidepressant drug first emerged,
psychiatrists already believed that depression might re-
spond to a specific physical intervention, namely ECT.
There was also already a precedent for the use of drugs
alone for milder cases.

From stimulants to ‘‘Psychic energisers’’

The introduction of chlorpromazine transformed the
way that drug treatment was regarded. Even before the
disease centred theory of its action crystallised, chlor-
promazine was received with great enthusiasm. It was
viewed as being superior to previous drug treatments
and it inspired extensive research and publicity (Mon-
crieff, 1999). It immediately stimulated a search for
similar compounds and for possible drug treatments
for depression (Lehmann & Kline, 1983).

The anti-tuberculous drugs that were used for the
treatment of depression were initially regarded as stim-
ulants and were known to produce serious psychiatric
side effects similar in nature to those associated with
amphetamine. Given that amphetamine was being
widely used to treat psychological problems in general
and psychiatric practice, the suggestion that other stim-
ulants might be useful could be expected. In a paper
published in 1956, George Crane likened the effects
of iproniazid to amphetamine and pointed out the fre-
quent occurrence of ‘‘overactivity, insomnia, agitation
and paranoid trends’’ (Crane, 1956, P 330). Hans Leh-
mann referred to it as a ‘‘drug with stimulant proper-
ties’’ (Lehmann, Cahn, & De Verteuil, 1958). Jean
Delay described the immediate subjective effects of
isoniazid as ‘‘a sensation approaching euphoric dyna-
mism’’ (P 52) and he noted the occurrence of ‘‘psycho-
motor subexcitation’’, insomnia and anxiety (Delay &
Buisson, 1958).

However, within a short space of time a change in
the conception of the effects of these drugs can be de-
tected. There came to be less emphasis on the nature of
the effects the drugs produced and more stress on their
effects on the patient’s mental condition. In particular,
efforts were made to distinguish them from stimulant
drugs. Thus in a paper published in 1957, Crane di-
vided the effects of iproniazid into ‘‘Therapeutic ef-
fects,’’ which were presented first, and ‘‘Toxic
effects’’ including ‘‘Psychological side effects,’’ pre-
sented later. This is in contrast to the earlier paper in
which an overall profile of the drugs’ effects was pre-
sented. In the second paper, the therapeutic response
was described as ‘‘marked psychological improve-
ment’’ with no reference to stimulant effects or hyper-
activity. However, in the section on side effects it was
briefly mentioned that 3 of the 20 subjects developed
psychotic reactions and a further 15 had ‘‘behavioural
disorders’’ or ‘‘overstimulation’’ (Crane, 1957).

1957 was also the year that the idea of the ‘‘psychic
energiser’’ was first elucidated by American psychia-
trist Nathan Kline and colleagues. The concept of
a psychic energizer was designed to differentiate the
anti-tuberculous drugs from other stimulants. It was
suggested that iproniazid and similar drugs acted as
‘‘psychic energiser’’ in that they stimulated the psyche
without stimulating the body. Stimulants by contrast
showed a ‘‘general rather than a specific action’’
(Loomer, Saunders, & Kline, 1957, P 130). The au-
thors argued that: ‘‘It has heretofore been impossible
to increase psychic energy without simultaneously in-
creasing motor, alerting and cerebral activity- with re-
sulting undesirable side effects when a certain level is
reached.’’ ‘‘But’’ they continued ‘‘it is our conviction
that the present preparation, iproniazid, acts more se-
lectively than any of the others’’ (Loomer et al.,
1957, P 130). Kline et al. attributed the effects of psy-
chic energisers to monoamine oxidase inhibition,
which they linked to all stimulant drug activity. How-
ever, they did not explain how the difference between
general stimulants and psychic ones was mediated.
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Antidepressants

The other ‘‘antidepressant’’drug that emerged around
this time was imipramine. Unlike the tuberculostatic
drugs, imipramine is not a stimulant. It is chemically
similar to chlorpromazine, it has sedating properties
and does not cause euphoria. Therefore, in contrast to
stimulant drugs with their activating and euphoric ef-
fects, it was difficult to construct a drug centred rationale
for why it might be useful in depression. In other words,
it was difficult to see that any of the physiological and
mental effects it induced would be particularly useful
in someone who was depressed, especially as there
were other sedatives available to address insomnia and
agitation. Therefore, its use could only be rationalised
on the basis that it exerted its effects by acting on the
pathological basis of a depressive illness.

Imipramine was first used by Swiss psychiatrist Ro-
land Kuhn, who has subsequently described how his
experience with ECT had produced a ‘‘conviction
that it must be possible to find a drug effective in en-
dogenous depressions’’ (Lehmann & Kline, 1983, P
234). Kuhn is said to have tried imipramine first in pa-
tients with chronic schizophrenia who were withdrawn
from chlorpromazine (Healy, 1997). Many of the pa-
tients became agitated and some became euphoric,
which was attributed to imipramine, although in retro-
spect it seems possible that it was due to the sudden
withdrawal of chlorpromazine. However, Kuhn took
this as evidence that imipramine might be useful in de-
pression. Kuhn’s (1957, 1958) reports of imipramines’
effects in patients with depression contained no quanti-
tative data and consisted of personal impressions and
opinions. Kuhn (1958) claimed that imipramine had
‘‘markedly anti-depressive properties’’ (P 459) and
‘‘potent antidepressant action’’ (P 464). He reported
that people who had been depressed for years were sud-
denly cured, usually in two to three days and that
patients and their relatives claimed ‘‘they had not
been so well for a long time’’ (Kuhn, 1958, P 460).
He described how a homosexual man had been trans-
formed back to heterosexuality through treatment and
another man had been cured of impotence.

Kuhn admitted that imipramine’s mode of action
was uncertain, but he was at pains to deny that imipra-
mine had euphoriant effects. Although Kuhn did not
explicitly propose a mechanism of action, one can be
inferred from his remarks. Kuhn said that if imipramine
was discontinued ‘‘the illness breaks out again, usually
with undiminished severity’’ (Kuhn, 1958, P 460). He
also believed that imipramine could induce mania in
susceptible individuals, a belief that has persisted ever
since in psychiatric folklore, despite the fact that con-
trolled studies show no evidence that this occurs (Visser
& Van Der Mast, 2005). Therefore, Kuhn’s report con-
veys the implicit idea that imipramine reverses the bio-
chemical or physical substrate of depression. If the drug
is stopped the abnormalities resurface and use of the
drug may tip the patient into the opposite state of
mania. Kuhn was also the first person to claim that imi-
pramine’s effects were most pronounced in people with
‘‘endogenous depression’’, a syndrome he described as
consisting of ‘‘general retardation in thinking and ac-
tion, associated with fatigue, heaviness, feeling of op-
pression and a melancholic or even despairing mood’’
(Kuhn, 1958, P 459). This claim also suggests a disease
specific notion of the effects of imipramine. It implies
that the drugs’ effects are not universal, but confined
to people with a certain sort of neuropathology mani-
fested in a particular behavioural syndrome.

Dissemination of the concept of an ‘‘antidepressant’’

The evidence suggests that use of the term ‘‘antide-
pressant’’ quickly caught on. The Fig. 1 shows the
number of papers published using the term ‘‘antide-
pressant’’ somewhere in the text between 1957 and
1965, as retrieved from a search of MEDLINE. By
1959, the term was being used routinely in over 100
papers. Many papers repeated the assertion that imipra-
mine’s effects were strongest in endogenous depres-
sion. Often there was no reference to Kuhn’s paper
or to anything else, suggesting that the association be-
tween the benefits of imipramine and endogenous type
depression was regarded as established beyond doubt
(Ayd, 1961a; Dally & Rohde, 1961). However subse-
quent reviews have not confirmed this association
(Joyce & Paykel, 1989).
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As early as 1959, the idea that the new drugs for de-
pression were disease specific treatments was explicitly
endorsed by prominent psychiatrists. At a conference
on depression held in 1959 Professor Erik Jacobsen,
referring to the anti-tuberculous drugs, expressed the
belief that:

The mono-amine oxidase inhibitors seem, in theory, to
be closer to the ideal psychotropic drugs, with strong
and clear-cut effects on pathological states and almost
no effect on normals (Jacobsen, 1964, P 210).

Jacobsen suggested that the effects of these drugs
were clearly distinguishable from effects of stimulant
drugs. At the same conference Pierre Deniker, a French
psychiatrist who was involved in the first studies of
chlorpromazine, and his colleague declared that:
‘‘The action of imipramine, and to a lesser extent ipro-
niazid, is not merely sedative and symptomatic, like
that of the neuroleptics, but is curative’’ (Deniker &
Lemperiere, 1964, P 230).

However, some researchers questioned the view that
antidepressants were disease specific drugs. Authors of
an early study of imipramine noted that ‘‘similar
results may have been obtained with other drugs’’ (Leh-
mann et al., 1958, P 161). Authors of a trial comparing
‘‘Drinamyl,’’ a widely used preparation containing bar-
biturates and amphetamine, with imipramine, which
found no difference between the two treatments con-
cluded ‘‘that imipramine has no specific antidepressive
action’’ (Hare, McCance, & McCormick, 1964,
P 819). Referring to tricyclic antidepressants such as
imipramine, they also suggested ‘‘in so far as antidepres-
sive drugs are effective in the treatment of depressive ill-
ness, this is in virtue of a sedative action’’ (Hare et al.,
1964, P 819) and recommended that they should be com-
pared with other ‘‘purely sedative’’ drugs (Hare et al.,
1964, P 820). Authors of another study, which found
no difference between the effects of imipramine and
the neuroleptic thioridazine in depressed patients, con-
cluded that they could not confirm ‘‘the specificity of ac-
tion ordinarily attributed to antipsychotic and
antidepressant drugs’’ (Overall, Hollister, Meyer, Kim-
bell, & Shelton, 1964, P 608).

However, these were already exceptional views by
the 1960s. The overwhelming majority of research
and other official information such as textbooks and
formularies implicitly accepted the notion of a specific
drug for depression. As early as 1960, textbooks re-
ferred to iproniazid and imipramine as ‘‘antidepres-
sants’’ and distinguished them from stimulant drugs
(Mayer-Gross, Slater, & Roth, 1960). Participants at
a psychopharmacology conference held in 1962 also
contrasted the specificity of antidepressants to the im-
plied non-specificity of stimulants:

The earliest reports of the use of antidepressant med-
ication seemed to indicate that the purpose of the
medication was simply some special kind of stimula-
tion which was useful in relieving lethargy and with-
drawal. It was soon evident, however, to good clinical
observers, that the action of antidepressant sub-
stances was much more specific (Goldman, 1966, P
526).

The British National Formulary classification first
included a category of ‘‘antidepressants’’ in 1963, not-
ing that ‘‘the treatment and prognosis of mental depres-
sion has been considerably enhanced by the use of
antidepressant drugs’’ (British Medical Association
and Pharmaceutical Society of Great Britain, 1963, P
85). The old category of ‘‘stimulants’’ was abandoned
in this edition and amphetamines and other stimulants
were included in the category of antidepressants along
with imipramine and iproniazid.

Antidepressants and the concept of depression

As Rasmussen (2006) has documented, by the 1950s
the use of amphetamines had already carved out a niche
for the use of drugs with people considered to have ‘‘neu-
rotic depression’’ in general practice and for outpatients.
The use of ECT had also helped to establish the idea that
depression was an important and, crucially, a treatable
psychiatric condition. The idea of an antidepressant
strengthened the notion that depression was an impor-
tant and independent category of psychiatric disorder.
By 1961, leading psychiatrist Frank Ayd (1961a) charac-
terised depression as the most common psychiatric con-
dition. However, many psychiatrists, including Kuhn,
proposed that drug treatment was only specific in cases
of ‘‘endogenous depression’’ which was seen as equiva-
lent to a physical disease caused by a biological distur-
bance. According to this view, milder conditions were
seen as a reaction to life events and not thought to be par-
ticularly amenable to drug treatment. In contrast others
proposed that depression was a single entity, differing
only in terms of severity. The debate about whether de-
pression was categorical or dimensional raged through-
out the 1970s (Healy, 1997). However, the principle that
any sort of depression might be amenable to a specific
type of drug treatment helped to cement the existence
of a generic category of depression. The idea of depres-
sion as a single condition won the day with the publica-
tion of DSM III in 1980, as documented by Healy (1997),
which did away with the concept of neurotic or
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‘‘reactive’’ depression. The generic category brought to-
gether severe depressive psychosis and endogenous de-
pression with neurotic or reactive depression and
formed a rationale for the use of antidepressants in pri-
mary care and outpatient practice along clear disease
centred lines. The notion of ‘‘depression’’ as a single
and clear-cut entity also formed the basis on which the
pharmaceutical industry developed an extensive market
for the new antidepressants such as Prozac that emerged
in 1990s. In turn, the widespread use of antidepressants
helped to strengthen the concept of depression as a com-
mon biological disorder and the idea that personal prob-
lems could be attributed to a chemical imbalance.
Therefore, the concept of the antidepressant helped to
fashion our modern notion of depression.

Extra-scientific influences on the adoption of the idea
of an ‘‘antidepressant’’

The above account demonstrates that the idea of an
antidepressant was embraced before there were pla-
cebo controlled trials or any evidence that might sup-
port the idea that the drugs had a disease specific
action in depressive states. It is, therefore, instructive
to consider what extra-scientific interests influenced
the adoption of the concept of the antidepressant.

Professional interests
Professional literature demonstrates that throughout

the first half of the 20th century the psychiatric profes-
sion was concerned to integrate more with general
medicine to establish its scientific credentials and im-
prove its status, along with that of its patients (Bond,
1915; Moncrieff & Crawford, 2001; Petrie, 1945).
The physical treatments of the 20th century, especially
ECT and insulin coma therapy, were embraced for their
ability to confirm the medical nature of institutional
psychiatry. Authors of a ‘‘Manual of Shock treatment
in psychiatry’’ argued that with ECT ‘‘the psychiatrist
takes on, in the patients mind, the characteristics of
a ‘real doctor’ in that he is able to apply and utilise
a physical method of treatment’’ (Jessner & Ryan,
1943, P 122). Subsequently, the new drugs introduced
from the 1950s took on this role (Shepherd, 1994). In
a California Senate investigation, they were credited
with making ‘‘the mental hospital a medical institution
in the minds of the public’’ and producing a ‘‘profound
intensification of medical orientation’’ (cited in Swa-
zey, 1974, P 209). They were also used as an argument
for increasing psychiatrist numbers (Swazey, 1974).

The psychiatric profession’s other concern through-
out the 20th century was to disengage itself from the
asylum. The large county mental hospitals built in the
19th century had become overcrowded with many peo-
ple with chronic and severe conditions and they were
perceived as a source of stigma and embarrassment
for the psychiatric profession as well as their patients.
By 1915, the president of the Medico-Psychological
Association identified the asylum as the cause of the un-
popularity of psychiatry, and recommended the estab-
lishment of ‘‘psychiatric clinics’’ in general hospitals.
As David Armstrong (1983) has documented, medicine
during the 20th century was developing a greater focus
on milder conditions and their overlap with normality.
Psychiatry’s increasing preoccupation with neurosis,
outpatient practice, community psychiatry and the psy-
chological health of the general population were ex-
pressions of this general trend. However, it was
impossible to attract people with milder conditions to
have cumbersome and dangerous procedures such as
ECT and insulin coma therapy and these could not be
conducted in an office-based practice. Psychoanalysis
and psychotherapy were more suitable, which may
partly explain their increasing popularity in this period.
So was drug treatment, and drugs had the added advan-
tage of seeming to be a proper medical treatment.

Subsequently during the 1970s, when psychiatry
was under attack from antipsychiatrists and was hit
by funding cuts in the United States, there was a con-
certed attempt to reinforce biological psychiatry and
purge American psychiatry of the influence of psycho-
analysis and social psychiatry (Wilson, 1993). This re-
sulted in the publication of DSM III and the restitution
of medical diagnosis to the heart of psychiatric practice
and research. Drugs and their presumed specific effects
formed part of the justification for this reorientation. In
a response to the Rosenhan experiment, which had cast
doubt on the validity of psychiatric diagnosis (Rose-
nhan, 1973), leading American psychiatrist Robert
Spitzer, the engineer of DSM III, defended psychiatric
diagnosis by referring to the specificity of treatment. He
argued that evidence for the ‘‘superiority of the major
tranquillisers (neuroleptics or antipsychotics) in schizo-
phrenia, of electro convulsive therapy in psychotic de-
pression and more recently of lithium carbonate for
the treatment of mania’’ justified the application of
a medical process of diagnosis (Spitzer, 1975, P 450).

The pharmaceutical industry
The pharmaceutical industry played a significant

part in establishing the role of the new psychiatric
drugs in the 1950s and beyond. In 1961, the industry
was described as ‘‘launching an aggressive search for
more antidepressant compounds’’ (Ayd, 1961a, P 32).
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In the British Medical Journal in the first two months
of 1962, eight different companies placed one or two
page adverts for antidepressants, involving seven dif-
ferent drugs or drug combinations.

Merck, the company who finally won the patent for
amitriptyline, is often credited with establishing the
common use of the tricyclic antidepressants. Accord-
ing to David Healy, Merck distributed 50,000 copies
of Frank Ayd’s book, ‘‘Recognising the Depressed Pa-
tient’’, which suggested that depression was commoner
than was generally realised and that it often went undi-
agnosed (Healy, 1997). Ayd suggested that one out of
every 10 people required some sort of psychiatric treat-
ment in their lifetime, most commonly for depression.
He suggested that depression was most commonly en-
countered in general practice, where it could be treated
satisfactorily by the general practitioner (Ayd, 1961b).
Like more recent marketing campaigns, Merck sought
to establish a concept of depression as a common med-
ical condition, amenable to drug treatment.

Early antidepressant marketing reflects the opportuni-
ties that were perceived by promoting antidepressants as
disease specific drugs and how this distinguished them
from non-specific drugs on the market. Imipramine, mar-
keted by Geigy as Tofranil, was described as a ‘‘specific
therapeutic measure in the treatment of depression’’ (To-
franil advertisement, 1961). Nialamide (Niamid,
a MAOI) was described as a ‘‘specific treatment’’ for ‘‘de-
pressive illness’’ (Niamid advertisement, 1962). Phenel-
zine (Nardil) was claimed to be a ‘‘true antidepressant
which acts selectively on the brain’’ (Nardil advertisement,
1961). A north American advertisement emphasised how
it ‘‘removes the depression rather than merely masking the
symptoms as do tranquillisers, CNS stimulants or seda-
tives’’ (Nardil advertisement, 1960). Amitriptyline was
recommended for its broad profile of action, including
its ‘‘intrinsic tranquillising properties’’ (Tryptizol adver-
tisement, 1964). However, it was also described as having
a ‘‘pronounced antidepressant effect’’ (Saroten advertise-
ment, 1962a) and as being a ‘‘specific treatment for depres-
sion and anxiety’’ (Saroten advertisement, 1962b). In
contrast, benzodiazepines, stimulants and occasionally
neuroleptics were advertised for their non-specific drug in-
duced effects in a range of situations, including ‘‘emo-
tional fatigue’’ (Parstellin advertisement, 1962), ‘‘the
menopause’’ (Ritalin advertisement, 1964) and the ‘‘quer-
ulousness of old age’’ (Largactil advertisement, 1964).

Discussion

Historical research involves the selection of sources
and material from those sources. The sources used here
were chosen to reflect a wide range of ideas about the
nature of antidepressant drugs, but ideas that were not
clearly documented will inevitably be under-represented
in a study based primarily on written material. Sources
were predominantly British, since these were most read-
ily available, although some American and European
literature was examined. Selection is a subjective pro-
cess, but validity can be improved by cross-checking
material in other sources and being explicit about how
sources are identified and used. The current study could
not fully cover several important overlapping areas such
as views about stimulant action, the evolution of the con-
cept of depression itself and biochemical theories of
depression. The monoamine theory of depression, in
particular, is relevant to the way that antidepressants
were portrayed as disease specific treatments but consid-
eration of the history of this theory is beyond the scope of
this paper.

This paper has charted the rapidity with which drugs
that are currently regarded as ‘‘antidepressants’’ came to
be seen as specific treatments for depressive disorders.
The earliest drugs that are retrospectively regarded as
antidepressants, the anti-tuberculous drugs, were clearly
similar in nature to stimulants. Although stimulants had
been successfully promoted as ‘‘antidepressants,’’ by the
1950s and 1960s a distinction started to be drawn be-
tween stimulants, which were regarded as non-specific,
and drugs that were thought to target depression specif-
ically. The anti-tuberculous drugs metamorphosed into
antidepressants through the concept of the psychic ener-
gizer. It was imipramine, however, that finally estab-
lished the modern notion of an ‘‘antidepressant.’’
Imipramine had to be regarded as acting on the basis
of a disease, because it was difficult to see how any ef-
fects that imipramine was known to induce could be use-
ful in depression. The idea that imipramine was an
‘‘antidepressant’’ caught on despite the lack of any
quantitative data to support its benefits and before there
were any controlled trials to establish its efficacy com-
pared with placebo. In addition, there was and remains
no evidence with which to conclude that imipramine
and other antidepressant drugs act in a disease centred
fashion on the biological basis of depressive symptoms.

This study challenges the conventional view of the
recent history of psychiatry, which suggests that mod-
ern day drugs helped to transform psychiatry into a gen-
uine scientific activity. This view is premised on the
idea that modern drugs are disease or symptom specific
treatments; that is that they work by reversing some
part of an underlying physical pathology. It is this
idea of the specificity of action that makes drug treat-
ment appear as a therapeutic, medical enterprise. This
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area has not been examined in previous work. David
Healy’s account of the history of antidepressant devel-
opment charts the influence of the pharmaceutical in-
dustry and personal and professional rivalries, and it
does not accept the more simplistic views of antide-
pressant action (Healy, 1997). Nevertheless, Healy
does suggest that depression can be considered a dis-
ease and that antidepressant drugs reverse some part
of a hypothetical pathological process. Therefore, it
does not examine closely the nature of the first so
called antidepressants and how the idea of an antide-
pressant emerged and was distinguished from non-spe-
cific treatments. By examining the construction of the
concept of the antidepressant, the current work chal-
lenges the validity of the concept itself and raises ques-
tions about the modern notion of depression that the
concept of the antidepressant helped to shape.

Like Healy’s work, this study suggests that extra-sci-
entific interests shaped our current understanding of the
nature of antidepressant drugs. As such it provides an ex-
ample of the way that scientific evidence can be influ-
enced by social forces (Goldenberg, 2006). It also
illustrates Rosenberg’s (1977) thesis of the symbiosis
between treatment specificity and professional prestige.
Over the course of the 20th century there were various
reasons why the psychiatric profession might wish to
embrace the idea of disease specific drugs. During the
early part of the century, the profession was actively
seeking to improve its status through a closer association
with general medicine. In addition, psychiatry was mov-
ing away from the old asylums and seeking to build up
outpatient practice and community care. The antidepres-
sants provided a medical seeming treatment for a com-
mon problem that could be treated outside hospital.
The proposed specificity of drug treatments also helped
the profession to weather the storms provoked by the
antipsychiatry critiques and economic challenges of
the 1960s and 1970s. The pharmaceutical industry
helped to establish the market for antidepressants and
disseminate the disease specific view of antidepressants.
Therefore, this research provides an early example of the
power of the pharmaceutical industry to shape scientific
‘‘facts’’ in the area of psychiatry (Busfield, 2006).

Over the last decade and a half, millions of people
have been persuaded that their difficulties arise from
a brain disorder that can be called ‘‘depression’’ and
corrected by drug treatment. The idea of an antidepres-
sant has been marketed to a general audience as never
before. This paper challenges the validity of this con-
cept by demonstrating that the origins of the idea lie
not in robust scientific research, but instead reflect the
desire of interested parties, namely the psychiatric
profession and the pharmaceutical industry, to present
their interventions as specific medical therapies. The
study also casts doubt on the traditional view that
modern psychiatric drugs ushered in a revolution that
fundamentally changed and improved the nature of
psychiatric practice.
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