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Thirty years ago, in this journal, I published an edi-
torial [1] that, for the first time, discussed clinical issues
that were going to achieve wide currency only two de-
cades later. I wondered whether time had come “for
debating and initiating research into the likelihood that
psychotropic drugs actually worsen, at least in some cases,
the progression of the illness which they are supposed to
treat” [1, p. 125]. The paper was based on a number of
clinical observations I had made over the years in my
clinical practice; a substantial part was concerned with
antidepressant drugs [1]. My own clinical observations on
withdrawal syndromes, loss of clinical effect during long-
term treatment, resistance, and iatrogenic psychological
changes ensuing with these medications were discussed
with the scanty literature that was available [1]. The
editorial reflected my clinical conviction that all these
phenomena were related and probably part of the same
neurobiological process. The manifestations were dif-
ferent, but they tended to cluster together and to occur
almost exclusively after the initial phase of treatment. For
instance, a patient is doing well with long-term antide-
pressant treatment, yet, at a certain point, without any
major events and despite good adherence, starts having
symptoms of a depressive relapse. I may increase the
dosage of the antidepressant, but with transient symptom

relief. If I switch the patient to a different medication, a
withdrawal syndrome, consisting of symptoms the pa-
tient had never experienced before, is likely to occur and
the patient is unlikely to respond to the new antide-
pressant. All these phenomena were reported also by a
number of investigators, but their actual meaning ap-
peared to be unclear [1]. My clinical impression was that
something happens in the progress of treatment, but I did
not have any idea of what could be its neurobiological
substrate.

The editorial had a long incubation time (almost a
year), with exchanges with a few experts in the field whom
I felt could be receptive to the problem. The intellectual
process is very unlikely to occur today: starting from
clinical observations, collecting histories and data, re-
ferring to existing literature, reflecting on the issues,
formulating tentative hypotheses and testing them with
the patients whom I had seen before. Today most of the
researchers are unfamiliar with the clinical process and do
not wish to acknowledge that a seasoned clinician ex-
amining a patient is not getting the same information of a
research assistant using a checklist [2]. When the editorial
appeared in 1994 [1], I sent the reprint around (pdf files
were just starting then), eager to get some feedback. I was
lucky to get a reply from an eminent psychopharma-
cologist, Baldessarini [3], who wrote an editorial com-
menting on my hypotheses. He particularly discussed the
relationship between antidepressant medications and
bipolar disorder (e.g., the phenomenon of switching) and
the potential implications of rapid versus slow
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discontinuation of psychotropic drugs [3]. He concluded
that the editorial writer was “not alone in wondering
about the risks involved in the long-term use of psy-
chotropic agents, and particularly in their discontinua-
tion” [3, p. 140]. Not feeling alone was indeed important
for me personally at that time. A number of clinicians
who wrote personal letters stating that they had seen the
same clinical phenomena provided an additional source
of support.

I was still looking, however, for a model that might
provide a link and a pathophysiological explanation for
the clinical phenomena that were discussed [1, 3].
Pharmacodynamic tolerance was on the top of my
suspicions. When I received the new edition of a psy-
chopharmacology textbook, I jumped to read the chapter
written by Young and Goudie [4] on the adaptive pro-
cesses regulating tolerance to behavioral effects of drugs.
They emphasized the importance of differentiating be-
tween dispositional (pharmacokinetic) tolerance, which
reduces the concentration of a drug or its duration of
action, and functional (pharmacodynamic) tolerance,
which changes sensitivity to a drug [4]. Continued drug
treatment may recruit processes that oppose the initial
effect of a drug or of a receptor; when drug treatment
ends, these processes may operate unopposed, at least for
some time [4]. This oppositional model of tolerance was

a perfect fit for my clinical observations and I felt I could
apply it to antidepressant drugs in an editorial that I
published in 1995 [5]. The model was subsequently
refined in 2003 [6], when I collected the literature that
supported or rejected this assumption. Its most updated
version is described in a book I recently published [7].
The oppositional model of tolerance (Fig. 1) may explain
loss of treatment efficacy during maintenance treatment
and the fact that some side effects tend to occur only after
a certain time. These processes may also shift the illness
into a treatment-unresponsive course, or into bipolar or
paradoxical manifestations. When drug treatment ends,
oppositional processes no longer encounter resistance,
resulting in potential onset of new withdrawal symp-
toms, persistent post-withdrawal disorders, hypomania,
resistance to treatment if it is reinstituted and refrac-
toriness [5–7]. I concluded my editorial in 1995 [5]
remarking that researchers working along these lines
were likely to encounter tremendous difficulties in
performing their studies and getting them funded and
published. I hoped, however, that our readers and
contributors could support our independent journal, at
that time “alone in its battle for opening a new research
paradigm” [5, p. 60]. This paper is an account of the 30-
year journey that ensued and of the clinical insights that I
progressively gained.

Fig. 1. The oppositional model of tolerance applied to antidepressant medications.
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The Clinical Challenge of Discontinuing
Antidepressant Medications

In the mid-nineties, as other clinicians, I was con-
fronted with the phenomenon of withdrawal syn-
dromes occurring during tapering and/or discontinu-
ation of selective serotonin reuptake inhibitors (SSRI).
Such manifestations were subsequently found to occur
also with serotonin-noradrenaline reuptake inhibitors
(SNRI). These phenomena were clearly more severe
and frequent than those occurring with previous an-
tidepressant medications. The term “withdrawal syn-
drome” that was initially used was soon substituted by
“discontinuation syndrome,” in guidelines and reviews,
which were heavily influenced by the pharmaceutical
industry. The aim of this commercial operation was to
reinforce the conviction that these problems were de-
void of important clinical implications and could be
prevented by gradual tapering. Both physicians and
patients were taught that the problem manifests itself
only with abrupt discontinuation of antidepressant
medications and that, if symptoms arise, they have
to be considered signs of relapse, with prompt re-
administration of the antidepressant [7].

Many clinicians, in all specialties and types of
practice, were able to perceive there was something
wrong with the approach dictated by the pharmaceu-
tical industry and its prodigal experts. However, they
were reluctant to voice that the emperor had no clothes
because the scientific literature was compact, with very
few exceptions, in praising the emperor’s clothes. The
wall of denial built by the pharmaceutical industry and
special interest groups was overcome by systematic
reviews that were published about two decades later
[8–10]; two of them [8, 9] appeared in this journal.
These papers clarified that: (a) withdrawal symptoms
may occur also with slow tapering; (b) symptoms may
be severe and may persist over months or years; (c)
there are no substantial differences in clinical mani-
festations of withdrawal between antidepressant drugs
and other psychotropic medications (and thus the term
“withdrawal syndrome or symptom” is appropriate). In
2015, in this journal [11], Guy and Virginie-Ann
Chouinard outlined clear definitions of “relapse/re-
currence,” “new withdrawal symptoms,” and “persis-
tent postwithdrawal disorder”: relapse and recurrence
are the gradual return of the original symptoms at the
same intensity as before treatment, entailing a return of
the same episode and a new episode of illness, re-
spectively; new withdrawal symptoms are classic
withdrawal symptoms that are new and not part of the

patient’s original illness; persistent post-withdrawal
disorder occurs when symptoms are protracted and/
or there is return of the original illness at a greater
intensity and/or symptoms are related to emerging new
disorders.

As a clinician, I happened to be, from the very be-
ginning, in the front line. Tapering and discontinuing
antidepressants were part of the sequential approach that
characterized our affective disorders program and I
personally handled all cases [12]. Further, I was con-
sultant to many skillful clinical psychologists who treated
anxiety disorders with cognitive behavior methods and
Well-Being Therapy [13]; when their patients recovered
they expected me to discontinue antidepressant drugs
that were no longer deemed to be necessary [12]. Con-
trary to their expectations, my job was not easy, as we also
demonstrated in a trial years later [14]. As a result, my
personal experience with discontinuing antidepressant
medications became very extensive (hundreds of patients
over the years). I am not ashamed to state that insights
occurred very slowly, after years of practice, reflections,
and readings.

I soon realized that discontinuing SSRI and SNRI
was a difficult and complex task. If we expect with-
drawal symptoms in about 1 patient out of two [8–10],
it would be helpful to be able to identify who is likely to
develop them. Unfortunately, I was not able to infer
any consistent clue, except a higher risk when pa-
roxetine and venlafaxine were involved. I also realized
that guidelines suggesting an approach to be used in all
cases were totally inadequate, if not ridiculous. There
were so many different situations that could be faced.
Examples are improved clinical conditions of a pa-
tient; lack of indications for the initial prescription
(particularly from primary care physicians); need to
change antidepressant because of lack of efficacy;
medical side effects [7]. Initially, I attempted to taper
antidepressants at the slowest possible rate, with the
idea that the very low occurrence of withdrawal re-
actions I had found with tricyclic antidepressants [12]
could be due to the small decrements that were feasible
with those medications (25 mg every other week).
However, my results with SSRI and SNRI were dis-
appointing and I thought that I needed to explore
other roads.

A clinician’s experience is very much based on the
type and accuracy of clinical assessment, that is on the
quality of data that are collected [2]. My assessment of
psychiatric symptomatology is very much influenced by
Paykel’s Clinical Interview for Depression [15]. One
item of the scale is concerned with reactivity to social
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environment (changes in mood and symptomatology in
direction of either improvement or worsening as a
result of environmental circumstances). I realized that
most of the patients in the tapering phase displayed
high vulnerability to surrounding events and such
vulnerability increased after discontinuation. I dis-
cussed this observation with Guy Chouinard, who
suggested me to add a medication with neuroprotective
properties to support the person during that phase. I
chose clonazepam because of its antianxiety and an-
tiepileptic properties, paucity of side effects, facility to
titrate, lack of significant interactions, mood modu-
lating effects, and low likelihood of dependence com-
pared to other benzodiazepines [16]. I thus started
adding clonazepam to the antidepressant I wanted to
discontinue and, after 2 weeks of stabilization, I began
tapering [7]. Clonazepam could be increased when
withdrawal symptomatology worsened. As withdrawal
symptomatology may persist for months and build up
into post-withdrawal disorders, also clonazepam
treatment may be protracted [7]. I was concerned that I
might substitute one dependence (antidepressant) with
another (clonazepam), but, using slow tapering of
clonazepam [16], I did not encounter a single case
where problems occurred. Another characteristic of my
assessment was my attention to potential iatrogenic
factors that are often neglected by physicians in all
specialties [17]. In addition to checking withdrawal and
post-withdrawal symptoms, in the clinical history I was
looking for episodes of paradoxical effects, switching,
loss of clinical effect despite adequate adherence, lack of
response to a previously effective antidepressant
treatment when it is started again after a drug-free
period [6, 7]. In part of my cases, I found an association
with these events. I thus built a staging method for
rating the occurrence and extensions of such mani-
festations [7, 18]. In a few patients, I observed that
withdrawal symptoms did not occur the first time a
specific antidepressant was used but ensued at a later
point in time after the occurrence of events related to
the model of oppositional tolerance (Fig. 1).

An important source of learning came from paying
attention to the individual attitudes and behavior that
shape the perception and presentation of withdrawal
symptoms, the interactions between patients and
physicians, and the response to treatment [19]. Over
the years, I have realized the importance of shifting the
patient from his/her passive role of consumer to health
producer by the use of self-therapy that may be fa-
cilitated by psychotherapy [20]. A key aspect of
management is thus that of providing an explanation

for what is happening, information for what we can
reasonably expect, and a plan for overcoming the
situation.

Sharing the Meaning of Withdrawal Symptomatology

Shared decision making is a cornerstone of current
medical practice [21]. A major difficulty in its im-
plementation is to provide an understandable description
of the pathophysiological processes and of the ensuing
treatment options. An increasingly popular model for
antidepressant drugs [22] is pharmacokinetic and sug-
gests very small decrements of the antidepressant, par-
ticularly in the doses approaching discontinuation, in a
process that may take months or years. These very small
decrements may be achieved with liquid formulations or
with personalized tapering strips. The superiority of this
ultra-slow tapering, however, has not be supported by
adequate randomized controlled trials. Further, the
pharmacokinetic model is unable to explain a number of
clinical phenomena that are associated with antidepres-
sant drug reduction or discontinuation, such as the very
wide range of severity of withdrawal that does not nec-
essarily reflect the pharmacokinetic characteristics of
the medications; the occurrence of persistent post-
withdrawal disorders; the associated modifications of
the illness course (e.g., onset of hypomania, loss of clinical
effects, and refractoriness to treatment) [8, 9]. On the
contrary, as a clinician, I have found that the oppositional
model of tolerance that was based on pharmacodynamic
principles, is very helpful for understanding and ad-
dressing all clinical phenomena related to antidepressant
drugs withdrawal manifestations [5–7]. The model views
withdrawal syndromes as one of the possible manifes-
tations of behavioral toxicity, i.e., the pharmacological
actions of a drug that, within the dose range in which it
has clinical utility, may produce alterations in mood,
perceptual, cognitive, and psychomotor functions that
limit the capacity of the individual or constitute a hazard
to his/her well-being [23, 24]. Behavioral toxicity, in
addition to withdrawal symptomatology, may manifest
with switch to hypomania and bipolar course, loss of
treatment effect, refractoriness to a treatment which was
effective in the past, paradoxical responses (e.g., deep-
ening of depression) [24]. If we adopt this line of in-
terpretation, the sooner we are able to discontinue the
antidepressant medication, the better, whereas very slow
tapering is likely to prolong exposure to an agent that has
become toxic to the individual. It is important to discuss
with the patient the different options that may be
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available in the specific case. There are clinical situations
where a sudden or very rapid discontinuation is indicated
(e.g., change of medications, medical side effects such as
gastric bleeding, a patient who has just started taking an
antidepressant that was inappropriately prescribed). In
other situations, a slower pace of discontinuation (but not
exceeding a couple of months in most cases), with clo-
nazepam as an adjuvant, may be discussed with the
patient. Most of my patients were pushing for getting rid
of the antidepressant as soon as possible and were ready
to endure withdrawal symptoms that might have oc-
curred. The concept of behavioral toxicity may thus
provide a strong motivational element for patients.

It is then important to outline the essential role of self-
therapy that can be enhanced by specific psychothera-
peutic strategies (explanatory therapy, cognitive behav-
ioral therapy, Well-Being Therapy), in the entire process
[7, 12]. I have always disliked the term “deprescribing”
since it implies that the use of medications was unwar-
ranted and can simply be subtracted from the treatment.
For instance, a young female patient is prescribed an
antidepressant for panic attacks that makes her feel better.
However, now, after many years of treatment, she wants
to discontinue it because she plans to get pregnant. It is
then clear that deprescribing, without the substitution of
the medication with appropriate self-therapy, would
carry a very high risk of relapse [7, 12]. If patients have a
long history of struggles with antidepressant discontin-
uation and behavioral toxicity (particularly post-
withdrawal disorders that have lasted years), they are
likely to believe that their disturbances are irreversible
and the situation is hopeless. Over the years, I have
learned that unwarranted optimism (“everything will be
fine”) may only set the stage for further disillusionment
and frustration. I thus prefer to say: “We know so little
about these disturbances, because they have been ignored
by research, and I have to rely on my clinical experience
on hundreds of cases. What I have observed is that when
patients have been able to stay away from any type of
antidepressant medications, while continuing therapy
with clonazepam, and endorsed the self-therapy I sug-
gested, in due course (months or years), these distur-
bances decreased their intensity and faded. We will try
this approach also in your case.”

Conclusion

The meaning that we attribute to withdrawal syn-
dromes ensuing during tapering and/or discontinua-
tion of antidepressant medications is likely to influence

a clinician’s approach, the patient-doctor relationship,
and the final outcome. We may view withdrawal
syndromes as isolated, self-limiting manifestations,
which in due course and with the appropriate tapering
methods subside, totally unrelated to other manifes-
tations of behavioral toxicity. The hidden conceptual
assumption is that the patient’s condition will go back
to a premorbid state that is the receptor changes that
are induced by antidepressants are limited to their time
of administration or shortly afterward and that it is just
a matter of allowing time for adaptation of the system
to antidepressant discontinuation. The process is
purely pharmacological and does not require the active
participation of the patient, who remains, because of
the prolonged time required by tapering, a faithful
consumer. No threat to commercial interests. Alter-
natively, we may view withdrawal symptomatology as
part of a more general problem related to the use of
antidepressant medications (Fig. 1). The priority then
becomes to stop exposure to antidepressant medica-
tions as soon as possible. Using current concepts on the
plasticity of the brain [25], recovery from withdrawal
and post-withdrawal disorders is viewed as a one-way
street, characterized by structural remodeling of neural
architecture and continually changing patterns of gene
expression mediated by epigenetic mechanisms. Pa-
tients are asked to be active participants in the process
of recovery (health producers), instead of being simply
consumers. Such processes may be facilitated by the use
of psychotherapeutic strategies [7, 12]. The view poses
major threats to commercial interests since it limits the
use of antidepressant drugs to the most severe cases of
depression and for the shortest possible time, and
challenges their use in anxiety disorders unless a de-
pressive illness coexists [7].

Thirty years after the publication of my editorial [1],
I am pleased to see that it has stimulated clinical and
research considerations. However, many of the ques-
tions that were raised [1] are still unanswered and
cannot be addressed by an oversimplified psychiatry
brainwashed by the pharmaceutical industry. What
many psychiatrists have learnt is to perform a diag-
nosis according to DSM and to write one or more
prescriptions in an automatic fashion [2]. A problem is
that the DSM applies to patients who no longer exist
(drug-free subjects): most of the patients who come to
clinical observation today are already taking psycho-
tropic drugs and this occurrence is likely to affect the
presentation and outcome of symptoms [24]. Yet the
iatrogenic perspective is more than just ignored: it is
forbidden. The behavioral toxicity of antidepressant
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medications is a major healthcare problem that needs
to become a priority for research and funding. Helping
patients to overcome their difficulties in discontinuing
antidepressant medications requires excellent skills in
differential diagnosis; deep knowledge not only of the
potential benefits of treatments (antidepressant drugs
remain life-saving medications in severe depression),
but also of their vulnerabilities; and awareness of the
advances in psychotherapy that enable self-therapy.
We also need psychiatrists who are able to understand
that each individual case may be different (one size
does not fit all) and to use clinical judgment for a better
understanding of phenomena [7].
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