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Background: Treatment-resistant and chronic depression appear to be increasing. The recent identifica-
tion of antidepressant tachyphylaxis, the loss of antidepressant efficacy over time, is only a partial expla-
nation. This is an emerging evidence that, in some individuals, persistent use of antidepressants may be
prodepressant.

Methods: A literature search of PubMed utilizing the terms: antidepressant tachyphylaxis, treatment-
resistant depression, chronic depression, and antidepressant tolerance was performed, and relevant arti-
cles were used.

Results: Depressed patients who ultimately become treatment resistant frequently have had a positive
initial response to antidepressants and invariably have received these agents for prolonged time periods
at high doses. Parallels between this course and tardive dyskinesia are noted. It is proposed that neuro-
plastic processes related to dendritic arborization may underlie the treatment resistant depression that
occurs in the setting of chronic antidepressant use. Since the prodepressant effect is seen after prolonged
antidepressant use, the term tardive dysphoria is proposed.

Conclusions: Tardive dysphoria, needs to be considered in studies of treatment resistant depression, and

should be examined in blinded, randomized antidepressant discontinuation trials.

© 2011 Published by Elsevier Ltd.

Introduction

Depressive disorders affect over 6% of Americans and 5% of all
humans on the planet [1,2]. It is the number one cause of disabil-
ity-adjusted life years in developed countries, and the fourth
leading cause of disability worldwide [1,3]. Major depression is
usually characterized by chronic recurring depressive episodes,
which can be brief (2-4 weeks) or prolonged (more than 9 months),
but average about 7-9 months [5-7]. Recurrence risk is high at 50-
80% [8-10]. Recurrence is associated with a positive feedback so
that with each episode there is an increasing probability of another
episode [11,12]. Randomized controlled trials have demonstrated
that maintenance antidepressant therapy may reduce relapse in
the first year after an acute episode [13,14]. The American Psychiat-
ric Association practice guideline and the NIMH collaborative study
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group have recommend maintenance therapy for recurrent major
depressive illness [15,16].

For many patients recurrence of depressive symptoms may oc-
cur despite ongoing antidepressant treatment [17]. When optimi-
zation of treatment fails, such patients are noted to have
treatment-resistant depression (TRD). TRD may comprise 30-50%
of people with major depressive illness [17,18]. The cause of TRD
is unknown, but its prevalence appears to be increasing. In 2006, a
meta-analysis reported that nearly 40% of depressed patients had
TRD [19]. However, in the early 1990s it was reported that only
10-15% of patients had TRD [20]. If this latter observation is true,
it would suggest a dynamic process. For example, fragmentation
of nuclear and extended families, economic or life style stressors,
or even changes in dietary habits may be conspiring to increase
the prevalence of depression and its resistance to somatic treat-
ment. Additionally, the biological course of major depression itself
may be changing due to a multitude of biologic and genetic factors,
as may be occurring in bipolar illness [21]. Alternatively, the loss of
efficacy of the antidepressant may be related to clinical issues such
as inadequate dosing of antidepressants [22] or antidepressant
tolerance [23]. There are reasons to believe that antidepressant
treatment itself may contribute to a chronic depressive syndrome
[24,25].






