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Controversies in Psychiatry
Proceedings of the First Psychiatric Residents 
Interactive Course
Over a two-day intensive course, residents in psychiatry were challenged with common clinical dilemmas. The results 
of their extensive literature review and discussions, led by leading academic and clinical tutors, were summarized in a 
lecture. Lectures were presented and judged by a panel of psychiatrists. Transcripts of lectures were transformed into a 
series of brief reports herein published.

bipolar disorder. Patients without a mood stabilizer are 
recommended treatment with such: lithium as the first 
choice and lamotrigine second. If the patient is already 
receiving a mood stabilizer, optimize the dosage or add 
a second stabilizer. Only in severe depressive episodes 
should one consider adjunctive antidepressants, specifi-
cally bupropion or paroxetine, followed by other SSRIs, 
SNRIs or MAO inhibitors. The British NICE guidelines 
are more permissive, although somewhat unclear. In 
a mild depressive episode, a two-week wait-and-see 
policy is taken, whereas in a moderate or severe epi-
sode, addition of an SSRI or of quetiapine is equally 
supported. For those initially treated with an antide-
pressant, an addition of a stabilizer is advised. However, 
given a recent hypo/manic episode or rapid-cycling, one 
is advised to avoid antidepressants.

Regarding effectiveness of antidepressants in bipo-
lar disorder, systematic reviews suggest “some efficacy 
in some populations” in immediate and maintenance 
treatment, especially paroxetine, bupropion and fluox-
etine (1). The risk of a manic switch is strongly reduced 
when a mood stabilizer is given concurrently, and when 
tricyclic drugs, MAO inhibitors and SNRIs are avoided. 
The risk of a switch is higher in patients with Bipolar I 
[rather than II], prolonged treatment (2) or when agita-
tion, distractibility and thought racing are reported. 

The most significant study to date is the STEP-BD, 
an NIMH funded, multi-centered, double blind, ran-
domized-controlled study (3). The study assigned 366 
subjects with bipolar depression to a 26-week trial of 
a mood stabilizer plus adjunctive antidepressant vs an 
adjunctive placebo, testing durable recovery and treat-
ment emergent affective switch. The efficacy (23.5% vs. 
27.3%, respectively) and risk of affective switch (10.1% 
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CliniCal Dilemma: “You have diagnosed a 33-year-old 
male with bipolar disorder and initiated lithium treatment 
and psycho-social therapy. Two months later his lithium 
level is within the therapeutic range but his symptoms 
and function level correlate with moderate depressive 
episode. Is there a place for adjunctive antidepressant 
medication?” 

literature Survey: Intuitively, why not add an antide-
pressant? Bipolar disorder is a chronic and debilitating 
disorder, depression being the leading cause of impair-
ment, both in symptom duration and degree of distress. 
However, the efficacy of antidepressants is unclear, as 
reflected by the lack of FDA-approved antidepressants 
for bipolar depression. Furthermore, the potential 
harm, especially a manic switch or cyclic acceleration, 
is deterring. A short survey among 49 residents regard-
ing treatment options in this case proved the current 
heterogeneous clinical practice, votes nearly equally 
divided between supporting an adjunctive antidepres-
sant drug [33%], adding [24%] or switching [30%] a 
mood stabilizer, and a few for adjunctive atypical anti- 
psychotic drug [13%]. 

This controversy is embodied in the major guide-
lines: APA guidelines tend to underestimate the benefit 
and emphasize the potential harm of antidepressants for 
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vs. 10.7%, respectively) did not differ significantly 
between the two groups. Attempts to reconcile the gap 
between this study and data from systematic reviews 
suggested the effects of variation in population selec-
tion, follow-up and treatment durations; a possible 
selection-bias; and the general heterogeneity of bipolar 
disorder characteristics worldwide.

ConCluSion: In light of the complex and somewhat 
contradictory evidence, it seems adjunction of 
antidepressant drugs should be done on case basis. One 
should consider the current and previous affective episodes, 
in terms of symptoms, severity, duration and response 
to treatment. The core treatment is a mood stabilizer 
in an adequate dose. An antidepressant drug should be 
considered facing a severe and/or a prolonged depressive 
episode, especially with a bipolar II diagnosis. In patients 
with a past life threatening manic episode, antidepressants 
are best avoided. Options such as adjunction of atypical 
anti-psychotics or electro-convulsion therapy exist, but 
are beyond the scope of this review. Individualization of 
treatment is the key to bipolar depression.
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CliniCal Dilemma: “A 27-year-old woman is in the 32nd 
week of her second pregnancy. After her first childbirth 
she suffered from postpartum depression (PPD) and 
was successfully treated with an antidepressant. Since 
then she has been asymptomatic. Now she asks for con-
sultation whether she should be treated preventively for 
depression after her upcoming childbirth.”

literature Survey:  PPD is a common disorder with 
health consequences for the mother, child, and family and 
a prevalence of 10–15%. The risk for PPD rises to 25-30%  
with a prior history of PPD or depression not related to 
childbirth. Other suggested risk factors for PPD are “baby 
blues,” past hormone-related mood symptoms such as 
premenstrual dysphoric disorder and mood symptoms 
during oral contraceptive use, depressive symptoms 
during pregnancy and psychosocial factors such as lack 
of partner support and low self-esteem.

Since a high-risk population (especially woman 
with history of depression) and defined period of risk 
for illness onset (first 1-3 months after childbirth) are 
identifiable, considering preventive measures for PPD is 
reasonable. 

In a review on the use of antidepressant in the postpar-
tum period (1), Payne points out that only few small ran-
domized trials have been conducted in order to study the 
efficacy of therapy for treatment and prevention of PPD.

In two small placebo-controlled studies on the pre-
vention of recurrent PPD nortriptyline (n=26) failed to 
decrease the rate of postpartum depression while sertraline 
(n=14) succeeded. In double blind trials for the treatment 
of PPD, no differences were found between sertraline and 
nortriptyline in remission rates (46%–48%) and fluoxetine 
was found superior to placebo and counseling.

A number of open-label studies have supported the 
use of antidepressants to treat postpartum depression, 
including sertraline, paroxetine, bupropion, venlafaxine, 
and fluvoxamine. Among these medications sertraline 
is noted for the relatively low levels of the medication 
identifiable in breast milk.

Diverse psychosocial and psychological interventions 
such as antenatal and postnatal classes, professional and 
lay home visits, continuity of care debriefing, interper-
sonal psychotherapy and CBT were investigated for pre-
vention for PPD in a number of trials. A meta-analysis 
(2) conducted to asses the effect of these interventions 
on the risk of PPD concluded that only intensive post-
partum support provided by a health professional for 
“at risk” women has a clear preventive effect.

Although the research data on the prevention of 
postpartum depression are relatively sparse, a number 
of clinical recommendations can be made.

The patient and/or significant other should be edu-
cated about the potential risks and benefits of treat-
ment. Considerations in favor of preventive antidepres-
sant treatment would be a severe depressive episode in 
the past, favorable past response to medications, poor 
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psychosocial support, multiple risk factors for PPD, 
absence of both hypomanic symptoms (past or present) 
and family history of bipolar-spectrum disorders and an 
inability to commit to psychotherapy. Issues concerning 
patient's preference and breastfeeding should, of course, 
also be taken in account. 

It seems that postpartum professional short-term 
psychotherapy should be offered for every “at risk” 
woman due to possible effectiveness in prevention of 
PPD, lack of treatment risks and the fact that engaging 
in such a treatment would provide the necessary follow-
up for the patient. 

In cases that preventive treatment was not initiated 
for any reason follow-up by a mental health person is 
necessary and the patient as well as significant others 
should be educated to seek professional help when 
depressive symptoms emerge. 

Finally, all health care personnel involved in postpar-
tum medical treatment should be aware of the patient 
history and pay attention to changes in mental state.
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CliniCal Dilemma: “A 20-year-old female patient, diag-
nosed as suffering from borderline personality disorder, 
is referred to your clinic. Her disorder is characterized 
by unstable personal relationships, impulsivity, suicidal 
behavior, emotional instability and pan-anxiety. After 
initiation of pharmacological treatment which you have 
chosen, you meet with her parents who ask you which 
is better for their daughter – dynamic-analytic psycho-
therapy or dialectical behavioral therapy?”

literature Survey: The challenge set before us is one 
well known (and sometimes well feared) by psychia-
trists and psychotherapists world-wide – the treatment 
of borderline personality disorder. This disorder is 
characterized by “stable instability” in affect and inter-
personal relationships, and the symptoms include fear 
of abandonment, diffused identity, chronic feelings 
of emptiness, impulsivity, suicidality, anger and rage 
attacks and psychotic or dissociative exacerbations. 
All these might contribute, at times, to the develop-
ment of a “problematic” counter-transference towards 
the patient.

So what can we offer the borderline patient por-
trayed above, aside from pharmacotherapy? The 
patient’s parents have accurately named two psycho-
therapeutic interventions which are considered efficient 
in such cases – dynamic psychotherapy and dialectical 
behavioural therapy (DBT). The two techniques dif-
fer in many aspects, such as setting, therapeutic tools, 
therapist’s “activity” level, aims set before initiation of 
treatment, duration of treatment, and more. But which 
is better?

A search conducted in current literature, trying to 
answer this question, brought about a sad conclusion: 
the data comparing the two techniques are “seriously 
limited.” We thought it was important to address this 
fact and explain why evidence based data regarding 
these issues are so difficult to obtain. First, the popu-
lation involved is complex, and the diagnosis of bor-
derline personality disorder heterogenic. Second, the 
outcome in such trials is problematic. What should it 
be? Cure? Alleviation of symptoms? Of some of the 
symptoms? Third – it is impossible to compare psy-
chotherapeutic techniques using double-blind placebo 
controlled trials. And last but not least – many of the 
trials available were conducted by leading figures of 
one of the techniques compared, raising questions as 
to possible bias (mainly due to a possible more “pas-
sionate” or enthusiastic approach towards the “home 
technique”).

Having said that, what is the little that we do know? 
The American Psychiatric Association (APA) guide-
lines conclude that as of 2001, there are no “head to 
head” comparison trials between the two techniques 
found efficient – Dynamic psychotherapy and DBT 
(we will soon show otherwise) – and that there is no 
proven way to predict which patient will respond to 
which technique. The APA guidelines recommend cer-
tain therapeutic measures to all therapists, regardless of 
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technique: building a strong therapeutic alliance and 
monitoring self-destructive and suicidal behaviors, as 
well as validating the patient’s suffering and experience 
and helping the patient take responsibility for his or 
her actions.

Further search in the Cochrane Collaboration 
did not contribute to the clarification of the clinical 
dilemma. According to a comprehensive review pub-
lished in 2006, all therapies aimed to treat borderline 
personality disorder remain experimental as the stud-
ies are too few and small to inspire full confidence in 
their results. The authors conclude that the findings 
so far require replication in larger “real-world” stud-
ies (1).

Clarkin and colleagues came to our rescue, and in 
2007, they report findings after examining three year-
long outpatient treatments for borderline personality 
disorder: dialectical behavior therapy, transference-
focused (dynamic) psychotherapy, and a dynamic 
supportive treatment. When focusing on the first 
two therapeutic options as our clinical dilemma 
demanded, the results showed that both were equally 
efficient in many aspects, and that patients treated 
by both interventions showed significant positive 
change in depression, anxiety, global functioning, 
social adjustment and suicidality across one year of 
treatment. But when referring to a specific subset of 
symptoms of borderline personality disorder, such as 
anger, impulsivity, irritability and verbal and direct 
assault – it was only dynamic psychotherapy that was 
associated with improvement (2).

ConCluSion: Based on the little information available, 
we attempted to create a “clinical algorithm” for the 
treatment of borderline personality disorder. When a 
patient with the disorder applies for therapy, first evalu-
ate his or her symptoms: which are more prominent – 
the hostility, anger and impulsivity or the depression, 
anxiety and suicidality? After assessing the patient, eval-
uate the clinician’s skill – is he or she an expert of DBT 
or dynamic psychotherapy? When the patient’s promi-
nent symptoms are from the “depressive-anxious” sub-
set, and not the “impulsive-angry” group, the decision 
about mode of therapy should be based upon the clini-
cian’s expertise, as we saw no proof of one intervention 
being superior to the other. But if the patient’s major 
symptoms are those of anger, hostility and impulsivity, 
then at least according to the small trial quoted above, 
dynamic psychotherapy is a better option. 
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CliniCal Dilemma: “In the Emergency Room you are 
asked to examine a patient diagnosed with dementia. 
You diagnose active psychosis, and contemplate whether 
to prescribe antipsychotic (AP) medication?”

literature Survey: Treating the elderly population is a 
complicated challenge, which involves numerous con-
siderations such as background diseases, polypharmacy, 
side-effects and sometimes lack of support. 

Clinical guidelines: The National Institute for 
Clinical Excellence (NICE) recommends not to use AP 
in dementia, and the Food and Drug Administration 
(FDA) issued a Black Box Warning, and recommends 
reporting all the potential risks to patients and their 
families (1-3). The Israeli Ministry of Health has not 
published guidelines for antipsychotic use among 
dementia patients. 

epiDemiology: Twenty-five million people suffer from 
dementia worldwide, 70,000 of them in Israel. About 
80% of dementia patients experience a psychotic state. 
Antipsychotic agents are prescribed in about 25% of the 
senior citizens’ homes. The problem increases commen-
surate with the increase in life expectancy.

There are several etiologies for dementia, i.e., vas-
cular, AIDS dementia and others, but this review will 
focus on the most common – Alzheimer’s dementia. 

Some clinicians find it difficult to separate agita-
tion and psychosis. The clinical manifestation is often 
similar, and the body of research in this report does not 
distinguish between the two, thus treatment choices are 
derived from undifferentiated conclusions. 
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Why treat patients with Alzheimer’s dementia with 
antipsychotics? One cannot ignore the price the patient 
and family pay in these situations as they seek a treatment 
for immense suffering. Antipsychotic agents putatively 
diminish agitation, violence and psychosis, and may help 
improve the patients’ integration in their environment. On 
the other hand, evidence-based data stresses the risks, and 
reveals that AP administered with dementia elevate rates 
of death twofold, cerebrovascular attacks threefold, and is 
related to falls, extrapyramidal symptoms and decline in 
quality of life, while its efficacy remains debated.

Extensive research was conducted on AP use among 
dementia patients: CATIE-AD concludes that there is no 
advantage for AP versus placebo, and that Olanzapine 
seems to be the most effective, but also had the most 
side-effects (3). Another study revealed higher mortal-
ity rates in the AP group (N=64) than in the control 
group (N=64).

The Cochrane Review reports: “Despite the modest 
efficacy, the significant increase in adverse events con-
firms that neither risperidone nor olanzapine should be 
used routinely to treat dementia patients with aggres-
sion or psychosis unless there is severe distress or risk 
to those living or working with the patient” (1). 

Alternative treatments, pharmacological (acetylcho-
line esterase inhibitors, mementine, benzodiazepines, 
antiepileptic drugs, SSRIs and beta blockers) and non-
pharmacological (sports, music therapy, dance therapy, 
snoezelen) did not prove to be as effective as AP, and 
require further research.

After reviewing the body of evidence, we suggest a 
framework for guidelines for treatment of dementia 
patients with psychoses: 

Routine use of AP in dementia should be avoided.1. 
Limited use in cases of immediate danger or severe 2. 
distress to the patient or his surroundings.
Time-limited treatment – up to 12 weeks.3. 
Continued treatment subject to psychiatric evalua-4. 
tion.
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CliniCal Dilemma: “An 18-year-old patient, who has been 
suffering from a prolonged psychotic state, is hospitalized 
for the first time in his life in our department. We diag-
nose his condition as schizophrenia, and start anti-psy-
chotic medication and supportive psychotherapy. His par-
ents join the psycho-educational group for families in our 
department. After one of the group sessions, his parents 
worriedly approach us with the question whether the fact 
that their son had been psychotic and had not received 
anti-psychotic medications for many months before his 
hospitalization predicts a bad prognosis for his disease 
course and outcome. Does the duration of untreated psy-
chosis (DUP) affect prognosis in schizophrenia?” 

literature Survey: DUP is the common term for the 
time span between the appearance of psychotic symp-
toms and the initiation of anti-psychotic medication. 
Reasons for the prolongation of the DUP may include 
the stigma attached to the disorder, a lack of insight to 
the psychosis and lack of a supportive environment.

It has been suggested that a prolonged DUP may be 
detrimental to the prognosis of patients with schizo-
phrenia based on the following hypotheses:

Schizophrenia is hypothesized as a i. neurodegenerative 
disorder, i.e., it involves continuous central nervous 
system deterioration, which can be slowed down or 
terminated by the use of pharmacotherapy.
Drawing on the neurodegenerative hypothesis, the ii. 
critical time hypothesis presumes that there is a period 
of time at the beginning of the disorder when the neu-
rodegenerative processes can be terminated or halted, 
and after which continuous damage is irreversible.
The iii. neurotoxicity hypothesis suggests that psychosis 
is damaging to the brain, and the corresponding neu-
roprotectivity hypothesis suggests that antipsychotic 
medications may protect the brain from the toxic 
effects of psychosis.
From a psychosocial point of view, psychosis is iv. 
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thought to damage the patient’s psychosocial fabric.
Many studies have tried to address this question. The 

most recent meta-analysis we found was by Perkins and 
colleagues (1). This meta-analysis reviewed a total of 
43 studies, trying to assess the influence of the DUP 
on the outcome of the first episode of schizophrenia. 
Its main results were: a) prolonged DUP is associated 
with lower levels of symptomatic and functional recov-
ery from the first psychotic episode, b) DUP did not 
appear to be associated with neurocognitive function at 
first treatment contact and c) DUP was associated with 
severity of negative symptoms but not with severity of 
positive symptoms at the time of initial clinical evalu-
ation. The studies reviewed did not find a relationship 
between DUP and abnormalities in brain morphology. 
The literature reviewed on the association between DUP 
and risk of subsequent psychotic episodes was not of suf-
ficient strength to draw conclusions. 

In order to address this unanswered question, and 
the question of the influence of DUP on long-term 
prognosis, we examined a recent study by Crumlish 
and colleagues (2). In this prospective, naturalistic 
cohort study, 118 consecutively referred patients with 
first-episode psychosis were followed for 8 years. DUP 
was found to predict remission, positive symptoms and 

social functioning at 8 years. 
ConCluSion: The studies reviewed support the view that 
a prolonged DUP predicts a worse prognosis both in the 
short term and in the long term course and outcome of 
schizophrenia. Because the DUP is probably influenced 
by other factors that are known to affect prognosis in 
schizophrenia, such as: poor insight, negative symp-
toms, lack of social support and an indolent onset, it 
could be hard to determine to what degree DUP is an 
independent prognostic factor. The question could be 
answered if randomized controlled trials of intervention 
vs. non-intervention were conducted, but this option 
seems ethically implausible. 

References:
Perkins DO, Gu H, Boteva K, Lieberman JA. Relationship between 1. 
duration of untreated psychosis and outcome in first-episode 
schizophrenia: A critical review and meta-analysis Am J Psychiatry 
2005;162:1785-1804.
Crumlish N, Whitty P, Clarke M, Browne S, Kamali M, Gervin M, 2. 
McTigue O, Kinsella A, Waddington JL, Larkin C, O’Callaghan E. 
Beyond the critical period: Longitudinal study of 8-year outcome in 
first-episode non-affective psychosis. Br J Psychiatry 2009;194:18-24.

Acknowledgements 
the weekend was supported by the israeli Biological Psychiatry Association 
and AstraZeneca.

G. MAYEr Et AL.




