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The antidepressant debate

JOAN N A MO NCRIEFF

There has been an extensive debate recently
on rhe No rth American medical literature
Jnd Iten...ral press co ncern ing the efficacy
"i antidepressan t d rugs. Linl c of I h i ~ has
r( J( hcd th e Euro pean press. Andrews'
"Jiwria l (Andrews, 1001) is :l welcome
, unlribulio n but focuses only o n the

Il."JSOns for a nd repercussions of the IMge
rb .:ehn response in depression . Other
Il."\-iews critical o f anndcpressan r research
hne pointed OUI rhe numerous method

.....)(tical pro blems involved, the inco n
, i14en<:y of the lite ratu re and rhe b .:k o f
e-·ideIKe that Ihe escalatio n in prescribing

"f JnlideprcssanlS has had any impa ct on
tbe burde n of depressive illness (Grttnberg

X. Fisher. 1997; Anronuccio et al. 1999;
.\lonc ritff, 2001). From Ihis perspective

the- q uesricn of the efficacy of anndepres
cnrs r..mains umesol...rd. On rh.. ot her side
n' the debat e, Quitk in et al (2000) have
rC\pondc:-d 10 some of these criticisms and
eied 10 allay do ubts abo ut the efficacy of
these d rugs.

MET HO DOLOGI C AL
PRO BLE MS

Th.: is-ue of 'unblind ing' or Ihe 'a mr lifiro
rb ubo effecr' [Th omso n, 1982) ha~ been
rJI~d peri odically since the 196(k , The
'll:J:cstion is rha r a whole or pan of 1M

,ul"Cri" rit}' shown b)- antidepressant s over

rta""" is an ribUl:Jble to the non ,srccifJ<.:
cif,,"ts of ta king an act ive medication as
' 'N'!'''l''d 10 an i~n one , in a contut in
.!lieh then: arc usua ll)" high upectations
, ,j a..'tive treal ment , Grttnberg l"I af
199", sho wed that effecr size co rrelated
"'lh in.:id,·nce of side--effects in lri:tls of
!lu.. 'tCl i n~, They :tlso fo und th:tt the d fn.,s
"i older :tlllideprCS5:l nts compared wirh
j'1J,,·bo were less Ihan the effn:1S o f newer
,,~ in a nWid .ana lysis o f Ihre,··a rm lria ls
."mp.Hing a n,'w a nt idep ressant a nd an
,,1<1 nne with placeb o (Greenberg d oll.
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1992), They suggCSlrd tha i this was due

to reduced expectations of the performance

of the older an ridcpressnnts. Moncrieff et <11
(1998) foun d lo wer effect sizes in tria ls
using active placebo s, Q uitki n et <11 (2000)
challenged the importance of 'unblmding' .

They failed to replicate the find ings of the
meta-analysis o f t hree-arm t rials using

categorical ou tcomes rather tha n con
rinuous o nes, Ho wever, use of categorical
ou tcomes may in itse lf inflate drug-placebo
differences (Moneridf, 200 I). Quitk in a <11
also criticised rbe findings from acnv e

placebo-comrolled trials on the basis tha t
drug im provernen r rat es were lower than

expected.
Ot her criticisms of an tidepressanr trials

have includrd the validity o f measurement

techniq ues. Th e Ha milron lU ling Scale for
Depression (Hamil to n. 1960 ) has been
crmcised beca use ir contains :I lar ge
number of items relat ing to sleep and
an xiety, which is likely to fa vour any ac.ri...e
drug with sedat ive properties (M urray,
1989), Ot her sca les have been developed

exphcirly 10 ma ximise d rug- placebo
differences in ea ndo mised tria ls [Mnnr
gomery & Aslll.'rg, 1979 ). Selective
reporting of o utcomes is a pot ential
problem, as it ma y be in other areas, and

usc of ca regonca l outcom es lila)' i'lflate
dr ug-placebo diffe rences if resulrs are

clustered around rhe po int o f division of
categories (Moncrieff, 2001 ). Th e use of a
placebo wash-ocr period !u.s been
examined b)" Am onu ccio r t il l (1999),
who concl uded Ihal il did not nrccssarily
bias rrials aga in:.t place bos. Failure to
ptrfotffi 'i nrentio n 10 1r~a t' Jnal)"sis has
been shown to inflate ap parent trea nne nt
effects in antidept'CSsant tri:lls (Bollini et
ai, 1999). Publication bias is :llso a concern
fAmo nuccio et ai, 1999; Monn id f, 200 11
and a rccent meta -anal ysis sho wed that
,po nsorship was the stro ngest predin or of
OLJ{come in compara ti\'e tr ials with selcctive
seroton in reup take inhihitors (f"n:cma ntle et
<11, 2(00).

EDITORIAL

INDIVIDUAL STUDIES

The re are no w so many randomised, con '
tro lled trials o f antide pressa nts compared
with placebos that ha ving a full gusp of
the original evidence is a lmost impossible
for the ordinary d inK:ian or resea rcher, It
is agreed Ihat there is grea t heterogeneity

;lmong such tri als o f antidepressa nts. with
a substantial proportion find ing no differ

ence between drug and placebo. Mo rris &:
Beck (1974) found thai around ;I thi rd o f

tria ls o f tricyclic a ntidepressa nts wen: nega
tive. Rogers & Oay (1975 ) found that 64%
of tr ials o f imipramine were negative, an d
McNatr I I974) fo und tha t 81% of compar
isons using subjecnve outco mes we re nega
tive, Some la rge and influential individual
stud ies were essentially n...-garive. Th e Medi·
cal Research Council tr ial fo und no d iffer
eIKe between imipramine an d plac ebo on
lhe main catego rica l o utcom e an d nq;l igihl~

differences in ind ividual sym pto ms (~lrd i ·

cal Research Council, 1965 ). Th e overall
difference o n the symptom- based scale was

nor repo rted. Th e seco nd Narional Institute
of Menu l Health collaborati ve deprcssion

stud y of 7 14 parienes with de pres-sion ran·
dorr nsed to imipramine, chlo rprom.lzine or
placebo found sm.llland inconsi stent effect s
Although it was repon ed that imipramine
was superio r 10 placebo a t 3 weeks, there
was no difference at the end of the 5-w«k
treatment per iod or at the end of follow
up, In addinon, the ma in repo rt o n efficacy

excluded the 159 Black pat ients who were
said to have shown a poorer respo nse 10 imi
pramine (Raskin et ai, 1970 ).

Recent stud ies a rc alm ost a ll cond ucted

with ou r-pa ri..nrs and mOSI are sponsored
by the pha rmaccu nca l ind USl r)', II is poss ible

that there is a grea ter potent ial fo r placebo

eff«l~ and therefore fo r amp lified placebo

effcai in people with milder di~order"

However , so few studies tcst the inrcgrit)"
of the: double -masking that it is d ifficu lt to

kno w to wh.u extent th is is the USoC' (Even
l"I ill, zoou,

SPECI FIC ITY OF
ANTIDEPRESSANTS

Many suhsl.1nces not conventionally classi·
fied as antidepressants have been fou nd to

be.superior In placebo o r 10 ha ,'''' ~qui\'a ltnr

efficacy to a nrideplC'Ssa nts in tria.ls o f
lreatment o f dt pressio n. Th e Jist includes
various neurnleprics (Robe n son & T rim hle,

1982), barhitu ra tes (Blashki et al . 1971 ).
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benrodiazepmes [Imlah, 1985 h bu~pirone

IRobimon n ai, 1990), some stimulants
lRickd s et ai, 1970) and mcee recenrlj
Hypericum exrracr (Philipp et al. 1999).
These oWrv.lIIions might imply that
de pression is susceptible to :II variety of

non -disea 5C.spocific phannacologic.ll l actio ns

such as sedation or psychostimub.tion , as
well as the d leas of suggestion. Theseeffects
may account for 3 1 least pan of the impact
of conventio nally cla ssified anridepre ssanrs.
However, it has also been suggested that
some of these: o the r substa nce'S th emselves
pmosess specific anr idepressanr activity
[Robertson &: Trim ble, 19 821, It is diffICUlt
ro know how this issue can be resolved. If
an~"thjng Ih.u affects the outcome of depres
sion is classified 35 an anndepressam, it
blxOffi C:S impo..~ible to extricate sp«if.,;
from non-specific effects.

Allhough there is an assumption that
a ntidepressa nts Jet specifica lly on some'
biochemica l pathway involved in the pat ho
genes is of depression , there is no consistcnr

acco unt of wh;lI this might consist of.
E...idence from tria ls shows that no particular
pharmacnlogjcal action can be shown 10 be
superior to anorher (Frttmamle et iJl,
10001.. The fact tha t depressive cond itions
respond to a varirt).. of psJ r;hothn-apies also
implies thai recovery is nOIachieved through
a particula r bloche mic3.1 mani pulation.

ETHICS AND ADVERSE
EFFECTS

Absolute certain ty about rhe efficacy of
amid cpressanrs, or any other treatment , is
impossible.. The importance we attach m
doubts that C3n be ra ised about the ex isting
evidence depends partly on the perceived
con-equences of us.ing a trealrnenl that
might yet prove to be: int"ffeoive. Adver se
physical e ffects of amidcl' tc:ss.ant trea tment
are well known. but the psychologiul
effects are ra rely discussed, The prescn p
lion of medication for depression con veys
the powerful m('S.S;lge t hat we are passive
vict ims of our bio logy, The consequences

fo r the individual rna)' include a b ilure to
dcwlop int rinsic coping strategie s, lead ing
10 psych ologica l depende nce on drug treat
ment and increased susccp ribihry 10 recur..
renee. At the socia l level the effects may
conrrib ure to the tendency towards increas 
ing perception of ill hea lth and recourse 10

medical intervenlion (Barsky & Borus.,

1995). The pharmaceutical indust ry is an
obvious beneficiary of this situation and
psychiat ry must be wary of being swept
along by Ihis juggernaut. In order to ach ieve
a truly bal3nced view of rhe evidence it is
necessary ;II least [0 raise questions about
the efficacy of antKkpre !i<SOlnls.
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