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Despite years of war on its distribution, cannabis continues to be  the 
most widely used substance of abuse in the world after alcohol, caffeine 
and tobacco. In practice, there is no nation that has not passed a law 
aimed at regulating the recreational use of cannabis. However, the legal 
consequences established by different countries are far from standard-
ized; the use of street cannabis is variably considered to be legal or 
essentially legal, decriminalized, illegal but often unenforced, and, more 
commonly, illegal (Fig. 1). Furthermore, this scenario has not yet stabi-
lized. In the last few years, some nations have re-examined their laws 
regulating the recreational use of cannabis and others are now consid-
ering this. In Italy, the current discussion is focusing on the pros and 
cons of changing from a decriminalized position to legal consumption.
Overall, the regulations on how to counteract the diffusion of street can-
nabis are largely written in the water because, despite years of pas-
sionate debate, there is no evidence that one option is unequivocally 
preferable to another. Therefore, the decision to liberalize or not to lib-
eralize the recreational use of cannabis is essentially based on political 
considerations.
From a medical perspective, however, there is no doubt that cannabis 
has negative effects on human health and that the search for relation-
ships between current regulations on the recreational use of cannabis 
and medical sequelae related to its consumption will have pivotal con-
sequences on public health policies. From the point of view of health 
care, mental health reasonably has a major role. This conclusion does 
not come exclusively from the well-documented potential of cannabis to 
induce use disorders. Although a causal link has not been definitively 
proven, a large and continuously increasing body of evidence demon-
strates that cannabis users have structural and functional abnormalities 
on brain imaging; develop acute and possibly long-lasting impairment 
of learning, memory and attention; frequently show apathy and avolition 
that may contribute to educational, social and volitional underachieve-
ment; are more prone to traffic accidents, and present an appreciable 
risk for the development of severe mental illnesses over time, particu-
larly full-blown schizophrenia and schizophrenia spectrum disorders 1.
Taken together, these facts show that psychiatrists are in the firing line 
of the detrimental effects of cannabis. Nevertheless, psychiatry has until 
now been excluded, at least in Italy, from official decisions and planning 
on the diffusion of street cannabis and the management of the associ-
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ated clinical problems. Therefore, the Italian Society 
of Psychiatry (SIP) formally affirm their right and obli-
gation to play a leading role in the current Italian de-
bate on changing from the current decriminalized po-
sition of today to free access to the use of cannabis 
for recreational purposes. The SIP, as a professional 
institution, refutes any suggestion that they hold the 
balance in relation to the politicians’ final decision but 
rather offers its competence and cooperation for con-
structive discussion and optimized application of the 
law, whatever it will be.
Acknowledging that the point of departure for an hon-
est debate on the legal aspects related to the rec-
reational use of cannabis is that both street cannabis 
and cannabis-related psychiatric problems are in-
creasing phenomena, the SIP can begin by present-
ing a number of crucial issues, some of which apply 
to decriminalized and legal use of street cannabis, 
whereas others are especially important in the event 
of liberalization.
With regard to both decriminalized and liberalized 
use of street cannabis, educational campaigns un-
equivocally based on the message that recreational 
consumption of cannabis, especially when frequent 

and heavy, is bad, and sometimes extremely bad, 
for mental health are an absolute priority. Due to ig-
norance, ingenuity, party spirit or a mixture of these 
factors, too much of the current information on street 
cannabis continues to offer the idea that use of can-
nabis is substantially risk free. It is also important 
that the educational messages are systematically 
included in broader campaigns stressing that any 
distinction between hard and soft substances is not 
only scientifically indefensible but also misleading for 
promoting balanced and responsible opinions on the 
recreational use of substances in general. Good edu-
cational campaigns must be even stronger, if possi-
ble, in the event of liberalization of the recreational 
use of cannabis; otherwise, liberalization risks creat-
ing public opinion that the so-called soft substances 
are safe and confusion between the recreational and 
therapeutic use of cannabis. On the contrary, we are 
well aware that the two uses are incomparable and 
require independent rules. Support for an unequiv-
ocal separation between the two uses of cannabis 
may also be inferred, for example, from the sharp 
contrast in the literature showing that lower potency 
cannabis preparations are associated with therapeu-

FIGURE 1.
World Map showing the legal status of cannabis for medical and recreational purposes by country.  Source: Wikipedia, the free ency-
clopedia. Date 30 January 2016. Source Own work Author Povke19991211.  
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tic potential and the clinical experience showing that 
the negative health effects of cannabis increase with 
increasing potency 2.
Another hot topic involves the health consequenc-
es associated with the recreational use of canna-
bis during adolescence. Many independent lines 
of evidence underline that the unhealthy effects of 
cannabis are maximized during adolescence. How-
ever, although essential, educational campaigns for 
adolescents are not enough to protect against street 
cannabis. Therefore, it is absolutely essential that the 
correct information on the recreational use of can-
nabis is coupled with the resolution to prosecute with 
severe sentences those who are caught pushing to 
young people.
It is essential that the issue of the potency of legal 
cannabis is resolved before any law on liberalization 
comes into force. Two main types of evidence lead 
to this conclusion. The first is that, in many coun-
tries, the concentration of Δ9-tetrahydrocannabinol 
has increased over the years to the point that it is 
difficult to consider the cannabis of today as the 
same cannabis as at the start of the millennium. 
For example, in the last 20 years, the percentage 
of Δ9-tetrahydrocannabinol has increased almost 
three-fold in the United States, and contemporane-
ously the Δ9-tetrahydrocannabinol/cannabidiol ratio 
has changed from approximatively 15 to almost 80.2 
Second, evidence once again from the United States 
underlines that samples from states that allow the 
use of cannabis have a much higher percentage of 
Δ9-tetrahydrocannabinol than samples from prohi-
bitionist states.2 This observation strongly supports 
the inference that laws on recreational use of can-
nabis affect the potency of street cannabis. Thus, it 
seems therefore realistic to suggest the parallel ille-
gal market will quickly try to retain customers by of-
fering street cannabis with a higher potency than the 
legal substance. In order to counteract this risk, two 

principal strategies may be hypothesized. The first 
implies a head-to-head competition between legal 
and illegal cannabis sales that will lead to an endless 
race to increase the potency of cannabis; this option 
is clearly unacceptable in practice for obvious ethi-
cal and medical reasons. The other strategy implies 
pre-identifying an unequivocal cut-off for the maxi-
mum content of Δ9-tetrahydrocannabinol allowed in 
legal cannabis and putting the necessary deterrents 
in place against the sale of street cannabis with a 
higher potency.
If and when legal cannabis enters the market, it is 
also highly recommended that, like cigarettes, the 
packages highlight that the recreational use of can-
nabis is associated with increased probabilities of 
mental deficit and disorders.
Furthermore, it is essential that any law regulating 
the recreational use of cannabis states in advance 
the funds to be assigned to psychiatry for support-
ing clinical governance, pre-clinical and clinical re-
search, and educational campaigns. A law promoting 
the legal recreational use of cannabis could easily 
allow funding to be raised from the sale of cannabis. 
In turn, more restrictive laws would allow money to be 
shifted from the budget used for fighting the distribu-
tion of cannabis. In any case, politicians must keep in 
mind that the best way to counteract the recreational 
use of cannabis lies in education. Funds for educa-
tion are therefore a top priority.
Last but not least, the passage from decriminalized 
use to liberalized recreational use of cannabis has the 
relevant added value of making tenable comparative 
studies on the incidence of cannabis-related clinical 
events that occur under the two different regulatory 
regimens. Such as research strategy could help to 
define once and for all a truly evidence-based prefer-
ence between liberalized and decriminalized recrea-
tional use of cannabis. To miss such an opportunity 
could be a mortal sin.

References
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use on human behavior, including cognition, motivation, and 
psychosis: a review. JAMA Psychiatry 2016;73:292-7.

2 ElSohly MA, Mehmedic Z, Foster S, et al. Changes in can-
nabis potency over the last 2 decades (1995-2014): analy-
sis of current data in the United States. Biol Psychiatry 
2016;79:613-9. 



original article

80 - E-bPC

Treating cognition 
in schizophrenia:

searching for the best 
evidence-based practices

Rafael Penadés1,2*,  
Helena Pérez-García3,  

Alexandre González-Rodríguez1,
Rosa Catalán1,2,  

Miguel Bernardo1,2

1 Barcelona Clinic Schizophrenia Unit 
(BCSU), Institut Clínic  

de Neurociències (ICN),  
Hospital Clinic, Barcelona, Spain;  

2 Department of Psychiatry  
and Clinical Psychobiology,  

University of Barcelona,  
Institut d’Investigacions Biomèdiques 

August Pi i Sunyer (IDIBAPS), 
Barcelona, Centro de Investigación 
Biomédica en Red de Salud Mental 

(CIBERSAM), Madrid, Spain; 
3 Hospital Institut d’Assistència 

Sanitària, Salt, Spain

Correspondence

Rafael Penadés 
rpenades@clinic.ub.es

Evidence-based Psychiatric Care pp.80-84

Abstract
Objectives: Treating cognition in schizophrenia has been one of the major 
challenges in psychiatry during the last decades. Developing medications and 
cognitive therapies to treat the cognitive deficits associated with schizophrenia 
is a high priority. 
Methods: A critical review of the bibliography has been performed. We fo-
cused on some aspects like the choice for best evidence-based practices in 
clinical practice that remain as an open questions. 
Results: Cognitive remediation therapies seem to have beneficial effects on 
cognitive global functioning and psychosocial functioning. Unfortunately, cog-
nitive remediation is not recommended by international guidelines because 
there are still some open questions regarding generalisation to daily function-
ing and no widely accepted cognitive remediation approach. Combining cogni-
tive remediation and pharmacotherapy is an interesting line but it still has not 
been well studied. Besides, there are currently no indicated cognitive-enhanc-
ing drugs. 
Conclusions: All in all, at the present time cognitive remediation can be con-
sidered as possibly the best evidence-based intervention to treat cognition in 
schizophrenia.

Key words: Schizophrenia, Cognition, Cognitive Remediation, Pharmacother-
apy, Cognitive-enhancing drugs

Introduction 

Treating cognition in schizophrenia has been one of the major challenges 
in psychiatry during the last decades, as the cognitive impairment has 
been reported to be a major determinant of clinical outcomes in this popu-
lation 1. Approximately 75-85% of patients with diagnosis of schizophrenia 
suffer from impairment in cognition and that has been associated with 
negative outcomes, low rates of medication compliance and higher rates 
of psychotic relapses, in particular in first-episode patients with psycho-
sis 2 3. Thus, developing medications and cognitive therapies to treat the 
cognitive deficits associated with schizophrenia is a high priority. At the 
same time, some aspects like the choice for best evidence-based prac-
tices in clinical practice have not been so well studied. 

Pharmacotherapy

Pharmacotherapy interventions, such as antipsychotic treatments, have 
been reported to be effective in treating positive symptoms in schizo-
phrenia 4, although studies focusing on the efficacy of antipsychotics 
on cognitive deficits have shown controversial results 1 2 5. This lack of 
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effective treatment strategies has encouraged recent 
research to investigate the underlying neurobiologi-
cal mechanisms involved in cognitive impairment 
in schizophrenia 3 6. Further, this need of biological 
research has led to the MATRICS initiative (Meas-
urement and Treatment Research to Improve Cog-
nition in Schizophrenia) to identify seven cognitive 
domains that should be addressed as molecular 
targets for treating cognition in schizophrenia 3,6. 
These domains included working memory, attention 
and vigilance, processing speed, verbal learning and 
memory, visual learning and memory, reasoning and 
problem solving, and social cognition. 
In this line, recent research has identified different 
molecular targets that would be implicated in the de-
velopment of new drug strategies for the treatment 
of cognition in schizophrenia 6 7. These molecular 
targets include cholinesterase inhibitors (e.g. riv-
astigmine, donapezil, galantamine), nicotinic and 
muscarinic receptor agonists, glutamatergic targets 
(e.g. glycine site agonists, glycine reuptake inhibitors, 
metabotropic receptor agonists), antipsychotics with 
affinity for dopamine D4 receptors, psychostimulants 
(e.g. inhibitors of COMT), serotonergic targets (e.g. 
serotonin partial agonists) and modafinil 3 7.
A recent meta-analysis investigated the efficacy of 
adjunctive pharmacotherapy for cognitive deficits 
in schizophrenia 5. Acetylcholinesterase inhibitors, 
such as rivastigmine and donepezil, were reported 
to have a positive effect on verbal learning and mem-
ory, but, unfortunately, with a moderate significance, 
and non-stable effects on spatial learning and mem-
ory 5. The same authors reported that glutamatergic 
medications and serotonergic agonists had a small 
effect-size improvement in psychotic symptoms, but 
no effects for cognitive symptoms, suggesting that 
the combination of antipsychotics and these drugs 
would not be useful in treating cognitive impairment 
in schizophrenia 5.
With regard to the effects of antipsychotics on cogni-
tive impairment in schizophrenia, a recent meta-analy-
sis compared the efficacy of antipsychotics on overall 
cognition, as well as on specific cognitive domains 8. 
The authors found that treatment with quetiapine, 
olanzapine and risperidone was associated with bet-
ter improvement in overall cognitive scores compared 
to amisulpride and haloperidol. Further, quetiapine, 
olanzapine and risperidone were better than amisul-
pride in terms of executive functions, and quetiapine 
had better positive effects on attention and processing 
speed tasks than the other antipsychotics. These find-
ings support the notion that significant differences in 

cognitive effects can be found between antipsychotics 
according to specific cognitive domains. The median 
duration of included trials was around 52 weeks 8.
In summary, acetylcholinesterase inhibitors have 
shown a marginal improvement in verbal learning and 
memory when cognitive remediation therapy is not 
provided. Other cholinergic, glutamatergic and sero-
tonergic drugs would have no effects on the specific 
cognitive domains, as defined by the MATRICS initia-
tive. When focusing on the effects of antipsychotics, 
quetiapine and olanzapine were found to have the 
most positive effects. 

Cognitive Remediation Therapies

Cognitive remediation therapy for schizophrenia is 
a behavioural training based intervention that aims 
to improve cognitive processes (attention, memory, 
executive function, social cognition or metacogni-
tion) with the goal of durability and generalization, as 
defined at the Cognitive Remediation Experts Work-
shop (Florence, Italy, April 2010) 9. Thus, cognitive 
remediation is a psychological therapy that aims to 
enhance cognition with a further goal that improved 
cognition will affect community functioning 9.
A range of cognitive remediation programs have 
been developed and evaluated over the past 40 
years. After a period of time with non-conclusive 
studies, we have now meta-analytic studies with pos-
itive results 9-11. Meta-analytic studies are considered 
to be the highest level of evidence in the evidence-
based medicine. Thus, one recent meta-analysis  9 
was based on 40 studies with 2104 patients and it 
concluded that cognitive therapies produce long-
lasting improvements on cognitive global functioning 
in patients diagnosed with schizophrenia. Cognitive 
remediation is efficacious in improving global cog-
nition (Cohen’s d = 0.448). Particularly, significant 
benefits for the majority of cognitive domains were 
found as in attention (d = 0.250), speed of process-
ing (d = 0.258), working memory (d = 0.346), verbal 
learning and memory (d = 0.410), problem solving 
(d = 0.572) and social cognition (d = 0.651). The ef-
fect was significant after the follow-up (d = 0.428). 
There also were significant benefits for symptoms 
(d = 0.177) and functioning (d = 0.418). Fortunately, at 
follow-up the effect was still significant for functioning 
but not for symptoms. Finally, results did not seem to 
be affected by study methodology.
Nonetheless, in despite of having an amount of stud-
ies focused on efficacy, there still are some many 
other data that deserve a deeper analysis in order to 
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help clinicians to provide best evidence-based ser-
vices. Firstly, a greater effect on psychosocial func-
tioning when patients received cognitive remediation 
together with an adjunctive psychiatric rehabilitation 
compared to cognitive rehabilitation alone. Secondly, 
the use of a more strategic cognitive remediation ap-
proach would be more useful to improve daily func-
tioning. Recently, it has been suggested that drill and 
practice and strategy learning could be complemen-
tary and maybe they have their specific effects on 
outcome. Thus, drill and practice training programs 
seem to be more frequently used for neurocognitive 
deficits and strategy learning for functional disability 12. 
However, studies using drill and strategy could have 
a particular interesting impact on other variables out-
side of cognition, such symptoms of quality of life 12. 
Finally, cognitive remediation was more effective 
when patients were clinically stable.
In summary, recent reviews indicated that cognitive 
remediation therapy produced beneficial effects on 
cognitive global functioning and psychosocial func-
tioning on the patients diagnosed with schizophrenia. 
Furthermore, the type of therapy plays an important 
role for generalization the outcomes than duration 
therapy or type of presentation.

Combining pro-cognitive drugs  
and cognitive therapies

Traditionally, clinicians focused on two different strat-
egies: pharmacotherapy or cognitive therapies when 
treating cognition in schizophrenia patients. None-
theless, in order to find new evidences able to im-
prove our clinical practice, the therapeutic approach-
es maybe should diverge from the prevailing models 
(antipsychotics and cognitive therapies) and focus 
instead on a different and more practical treatment 
strategy. Swerdlow 13 has proposed a new framework 
accounting for the following elements: 
•	 antipsychotic medications to constrain the scope 

and severity of psychotic exacerbations and 
thereby facilitate engagement in cognitive reha-
bilitation;

•	 cognitive therapies designed to engage healthy 
neural systems to compensate for and replace 
dysfunctional higher circuit elements;

•	 medications that specifically target cognitive 
mechanisms engaged by these rehabilitative 
psychotherapies.

In this approach, the importance to combine CRT, 
antipsychotics and pro-cognitive pharmacology is 
emphasised. Swerdlow 14 suggests that specific pro-

cognitive drugs could be ineffective when adminis-
tered without the demands of cognitive therapies and 
nonetheless they can still be effective when delivered 
together with CRT as a synergy facilitator. Swerdlow 
14 proposed the lack of efficacy of pro-cognitive drugs 
could be due to the fact that those trials have being 
done using drugs that were designed to surmount 
neuropathological changes in schizophrenia (e.g., D-
cycloserine) 15. An alternative strategy is suggested: 
using medications that enhance spared neural func-
tions in these patients. Unfortunately, evidence show-
ing the existence of those ‘spared’ healthy circuitries 
is still scarce and for that reason some specific re-
search is needed. Such new approaches would re-
quire a revision of regulatory guidelines to make such 
trials feasible and economically possible.

Controversies and open questions

Positive results for cognitive therapies have been 
shown in different randomised and controlled trials 
and also in meta-analytic studies. Although that is en-
couraging evidence, there are still some controversial 
and open questions. To start with, a number of stud-
ies with negative results have been published 16-18. 
Thus, in order to avoid negative results something 
must be learned about those studies with negative 
results, for instance they tend to be based on com-
puter programs with few participation of the therapist. 
Moreover, even when results are able to improve 
cognition it seems that not all treatments are able to 
translate this improvement into functional benefits. 
Further studies examining the generalisation of cog-
nitive improvement to functioning are needed. An-
other important question is about the so-called prac-
tice effect. Practice effect is a consequence of the 
familiarity with test instructions, and it is likely for in-
dividuals to obtain higher scores on many measures 
upon repeated testing. Thus, the effect of practice in 
cognitive assessment has to be taken into account 
when outcomes of different studies are considered. 
Goldberg et al. 19 showed a gain of 0.36 effect size 
(Cohen’s d) upon repeat testing in a composite glob-
al cognition measures in a first-episode of psychosis 
patients treated with second-generation antipsychot-
ics. Similarly, a comparison sample of healthy con-
trols showed an observed effect size gain of 0.33. 
Thus, the practice effect has to be taken into account 
because different treatments could not be exceeding 
the expected practice effects (Figure 1). 
Furthermore, some other barriers might be prevent-
ing researchers and clinicians to get better empirical 
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evidence. Bromley 20 has suggested three of the prob-
lems regarding the use of cognitive enhancers in the 
treatment of schizophrenia that still remain controver-
sial. Firstly, ecological validity of cognitive constructs. 
It seems like constructs researchers use to describe 
cognition are not always totally equivalent to the cog-
nitive skills and behaviours that clinicians see in their 
clinics. Secondly, perceptions of cognitive impairments 
show an intriguing discrepancy between patients and 
clinicians. That can be particularly problematic, for in-
stance discrepancy between objective and subjective 
assessments can complicate some practical aspects 
as monitoring cognitive-enhancer medication. Thirdly, 
after cognitive treatment improvements in functional-
ity are expected by patients and clinicians. However, 
even though that is a desirable gain, assessments of 
patients functional status may not be the best way to 
establish the cognitive-enhancers’ efficacy. Function-
ality is a very complex variable and also a consider-
able amount of variables can be mediating in the re-
lationship between cognition and functioning. In the 
next future, research on mediators between cognition 
and functioning should help us to have a better under-

standing about more complex assessment strategies 
in the frame of empirical mediation models.
Finally, one great challenge is the use of cognitive-
enhancer medication in combination with cognitive 
therapies. However, this strategy will predictably be 
difficult to implement in clinical practice. For instance, 
it is necessary to know exactly when the cognitive-en-
hancing drug should be administered relative to cogni-
tive remediation. Michalopoulou 21 has discussed this 
topic indicating that all drugs show changing plasma 
levels through the day and ideally cognitive remedia-
tion should have to coincide with the time window of 
maximal plasticity enhancement by the cognitive-en-
hancing drug. At this moment independent measures 
of the plasticity window and therefore drug plasma lev-
els serve as the most relevant proxy are not available. 
Besides, it is important to consider potential harms of 
these drugs, for example interactions with antipsychot-
ic medications, substance abuse, or other unknown 
effects. Information regarding actual use of the cogni-
tive-enhancers, their security and benefit balance and 
potential harms are harshly lacking 22.

FIGURE 1.
Comparison of the effect sizes of different treatments and practice effect. Effect sizes has been calculated over whole cognition by 
de Cohen’s d. Results have been taken from the meta-analyses by Choi et al.5, Wykes et al.9 and the study by Goldberg et al.19 for the 
practice effects.
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Conclusion

There are currently no indicated cognitive-enhanc-
ing drugs and no widely accepted or applied cogni-
tive remediation approach. Cognitive remediation 
therapies have beneficial effects on cognitive global 
functioning and psychosocial functioning on the pa-
tients diagnosed with schizophrenia. Unfortunately, 

cognitive remediation is not recommended by in-
ternational guidelines because there are still some 
open questions regarding generalisation to daily 
functioning. Nonetheless, at the present time cogni-
tive remediation can be considered as probably the 
best evidence-based intervention to treat cognition in 
schizophrenia.

References

1 Minzenberg MJ, Carter CS. Developing treatments for 
impaired cognition in schizophrenia. Trends Cogn Sci 
2012;16:35-42. 

2 Keefe RS, Buchanan RW, Marder SR, et al. Clinical trials of 
potential cognitive-enhancing drugs in schizophrenia: what 
have we learned so far? Schizophr Bull 2013; 39:417-35. 

3 Vingerhoets WA, Bloemen OJ, Bakker G, et al. Pharmaco-
logical interventions for the MATRICS cognitive domains 
in schizophrenia: what’s the evidence? Front Psychiatry 
2013;4:157. 

4 Lewis DA. Pharmacological enhancement of cognition in in-
dividuals with schizophrenia. Biol Psychiatry 2011;69:397-8. 

5 Choi KH, Wykes T, Kurtz MM. Adjunctive pharmacotherapy 
for cognitive deficits in schizophrenia: meta-analytical inves-
tigation of efficacy. Br J Psychiatry 2013;203:172-8. 

6 Gray JA, Roth BL. Molecular targets for treating cognitive dys-
function in schizophrenia. Schizophr Bull 2007;33:1100-19.

7 Goff DC, Hill M, Barch D. The treatment of cognitive im-
pairment in schizophrenia. Pharmacol Biochem Behav 
2011;99:245-53. 

8 Désaméricq G, Schurhoff F, Meary A, et al. Long-term neu-
rocognitive effects of antipsychotics in schizophrenia: a net-
work meta-analysis. Eur J Clin Pharmacol 2014;70:127-34.

9 Wykes T, Huddy V, Cellard C, et al. A meta-analysis of cogni-
tive remediation for schizophrenia: methodology and effect 
sizes. Am J Psychiatry 2011;168:472-85. 

10 McGurk SR, Twamley EW, Sitzer DI, et al. A meta-analysis 
of cognitive remediation in schizophrenia. Am J Psychiatry. 
2007;164:1791-802.

11 Katsumi A, Hoshino H, Fujimoto S, et al. Efficacy of cogni-
tive remediation in schizophrenia: a short review of its vari-
able effects according to cognitive domain. Open J Psychiatr 
2015;5:170-6.

12 Paquin K, Larouche A, Cellard C, et al. A systematic review 
on improving cognition in schizophrenia: which is the more 

commonly use type of training, practice or strategy learning? 
BMC Psychiatry 2014:14:139.

13 Swerdlow NR. Are we studying and treating schizophrenia 
correctly? Schizophr Res 2011;130:1-10.

14 Swerdlow NR. 2012. Beyond antipsychotics: pharmacologi-
cally-augmented cognitive therapies (PACTs) for schizophre-
nia. Neuropsychopharmacology. 2012;37:310-1.

15 Gottlieb JD. Cather C, Shanahan M, et al. D-cycloserine fa-
cilitation of cognitive behavioural therapy for delusions in 
schizophrenia. Schizophr Res 2011;131:69-74.

16 Wölwer W, Frommann N, Halfmann S, et al. Remediation of 
impairments in facial affect recognition in schizophrenia: ef-
ficacy and specificity of a new training program. Schizophr 
Res 2005;80:295-303.

17 Dickinson D, Tenhula W, Morris S, et al. A randomized, con-
trolled trial of computer-assisted cognitive remediation for 
schizophrenia. Am J Psychiatry 2010;167:170-80.

18 Gomar JJ, Valls E, Radua J, et al. A multisite, randomized 
controlled clinical trial of computerized cognitive remediation 
therapy for schizophrenia. Schizophr Bull 2015; In press May 
25. pii: sbv059. 

19 Goldberg TE, Goldman RS, Burdick KE, et al. Cognitive 
improvement after treatment with second-generation anti-
psychotic medications in first-episode schizophrenia: is it a 
practice effect? Arch Gen Psychiatry 2007;64:1115-22.

20 Bromley E. Barriers to the appropriate clinical use of medi-
cations that improve the cognitive deficits of schizophrenia. 
Psychiatr Ser 2007;58:475-81. 

21 Michalopoulou PG, Lewis SW, Wykes T, et al. Treating im-
paired cognition in schizophrenia: the case for combining 
cognitive-enhancing drugs with cognitive remediation. Eur 
Neuropsychopharmacol 2013;23:790-8. 

22 Nutt D, Gispen-de Wied CC, Arango C, et al. Cognition in 
schizophrenia: summary Nice Consultation Meeting 2012. 
Eur Neuropsychopharmacol 2013;23:769-78.

Take home messages for psychiatric care
•	 Evidence-based therapies for treating cognition in schizophrenia are highly warranted

•	 Cognitive remediation has beneficial effects on cognitive global functioning and psychosocial functioning, possibly, 
being the best evidence-based intervention when treating cognition in schizophrenia

•	 Effectiveness of combination of cognitive remediation and pharmacotherapy seems to be still unclear
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Abstract
Purpose: We sought to characterize the relationship between depression se-
verity and illness intrusiveness in a large sample of outpatients with major de-
pression disorders.
Method: Six hundred ninety-two patients with unipolar depressive disorders 
recruited in 19 Italian centers answered a self-administered survey including 
sociodemographic and clinical data. Illness Intrusiveness Ratings Scale (IIRS). 
A psychiatrist completed a standardized data collection form concerning de-
pression severity (MADRS).
Results: According to MADRS score, 12.7% of patients were on clinical re-
mission, 34.8% had mild symptoms, 44.4% had moderate severity, and 8.1% 
had severe depression. Significant predictors of IIRS global scores were fre-
quency of physical exercise (β = -5.86; p = 0.02), number of drugs prescribed 
(β =  -4.06; p<.0001), frequency of relapses in the past 10 years (β = -4.77; 
p = 0.02), primary psychiatric diagnosis (β =-5.64; p=0.03). Effect size of de-
pression severity for each IIRS total scale was ω2 = 0.24 and ω2 = 0.16 for 
unadjusted and adjusted models respectively. Patients in clinical remission re-
ported a mild level of distress on all IIRS scales (IIRS = 33.8; IIRS:ins = 2.50; 
IIRS:int = 2.92; IIRS:dev = 2.58).
Conclusion: We found a strong graded association between depression sever-
ity and life style disruptions in all dimensions of the Illness Intrusiveness Rating 
Scale. Our results suggest a persistent residual impairment even after partial or 
complete clinical recovery. Polypharmacy strongly contributes to life domains’ 
disruption, thus suggesting further efforts to reduce regimen complexity.

Key words: Depressive disorders, illness intrusiveness, depression severity,  
MADRS

Introduction 

There is substantial evidence that adaptations of patients’ everyday ac-
tivities, interests and life-styles to both treatment and disease factors (Ill-
ness Intrusiveness) partially mediate the effect of chronic medical condi-
tions on subjective well-being and perceived-health among patients with 
different medical conditions 1 -3. Previous studies have shown that psy-
chiatric conditions including obsessive-compulsive disorder and other 
anxiety syndromes impose dramatic limitations to patients’ life and are 
felt as intrusive as life threatening diseases such as acquired immuno-
deficiency infection and cancer 1.
Depression is a primary determinant of years lost due to disability 4 and 
exerts a detrimental impact on functional impairment and health-related 
quality of life (HRQOL) compared to the general population and other 
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medical conditions 5-8. Additionally previous studies 
have found that depression severity is strongly as-
sociated with functional disability 9 10.
Despite depressive symptoms had often been im-
plicated as a mediator in the relationship between 
chronic medical condition and health-related quality 
of life impairment, the relationship between the se-
verity of depressive symptoms and illness intrusive-
ness among working-age adults with major depres-
sive disorder (MDD) is still scarcely characterized. 
Hence, we sought to characterize the relationship 
between depression severity and illness intrusive-
ness in a large sample of outpatients with major de-
pression disorders. 

Methods

Participants and Setting

ILDE study was carried out between June and July 
2013 in 19 outpatient referral centers for diagnosis 
and treatment of psychiatric disorders across all Ital-
ian regions. Patients referred to the centers for psy-
chiatric conditions were screened for eligibility by a 
psychiatrist during a regular follow-up visit at the clin-
ic. We included adult patients with a clinical diagnosis 
of depression with the exclusion of bipolar disorders. 
According to International Statistical Classification of 
Diseases and Related Health Problems 10th Revision 
(ICD10; WHO 1990) classified diagnosis in our sam-
ple were: Adjustment Disorder (AD; ICD10:F43.2), 
Dystimia (DYS; ICD10:F34.1), Recurrent Depressive 
Episode (RDE; ICD10:F33), Depressive Episode (DE; 
ICD10:F32), Mixed Anxiety and Depressive Disorder 
(ADD; ICD10:F41.2), Other Persistent Mood Disorder 
(OTHER; ICD10:F34.8, F34.9). 
Patients completed a self-administered question-
naire while the same psychiatrist recorded relevant 
clinical characteristics in a standardized data collec-
tion form. To preserve anonymity of data collection 
while matching clinical and patient-reported informa-
tion, the psychiatrist handed the data collection form 
to the patient at the end of the visit. The patients 
sealed both the data collection form and the self-ad-
ministered questionnaire in an anonymous envelope 
to return to the research team. 

Measures

Depression severity

The Montgomery-Asberg Depression Rating Scale 11 
(MADRS) consists of ten rating items that can be clini-

cian-administered in a short period of time. Each item 
is scored on a 0-6 scale, with 6 indicating maximum 
symptom severity; the total score is constructed by 
summing the ten item scores. The ten items were de-
signed to track treatment change; hence, the MADRS 
provides a sensitive instrument for measuring patient 
responses to antidepressant medications and other 
treatments 12 13. According to the score, depression 
severity was classified as remission (MADRS: 0-6),  
mild (MADRS: 7-19), moderate (MADRS: 20-34), se-
vere (MADRS: ≥ 35). 

Illness intrusiveness

Illness intrusiveness results from disease- and treat-
ment-induced disturbance on every-day life, activi-
ties and interests. The Illness Intrusiveness Ratings 
Scale 14 (IIRS) is a self-report questionnaire built on 
13 items that ask respondents the extent to which 
their “illness and/or its treatment” interfere with 13 life 
domains central to quality of life. Each item ranges 
from 1 (not very much) to 7 (very much). Subscales 
are “Relationships and Personal Development”, “Inti-
macy”, and “Instrumental” life domains.

Demographic and Medical Information

The survey included a section on sociodemographic 
characteristics, patients’ age, gender, Body Mass In-
dex, frequency of physical activity, education level, 
marital status were recorded, employment, inactivity, 
retirement, and unemployment status were classi-
fied using the International Labour Office definition 15. 
Medical information included number of depressive 
episodes in the last ten years, time since disorder on-
set, number of comorbidities in the last twelve months, 
specifications about therapy and drugs prescribed. 

Statistical Analysis

Analyses were conducted with SAS 9.2. Means and 
standard deviations or absolute and relative frequen-
cies were computed for continuous or categorical vari-
ables, respectively. The association between MADRS 
score classes and socio-demographic characteristics 
has been evaluated with 1-way ANOVA or χ2 test. The 
association between MADRS score classes and cog-
nitive impairment was evaluated with χ2 test. The un-
adjusted and adjusted association between outcomes 
and MARDS has been assessed with generalized lin-
ear models. We used an identity or logarithmic link 
function were appropriate depending on outcomes 
distribution for each analysis. We adjusted each mod-
el for socio-demographic characteristics (age, gen-
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der, education, occupation, marital status) and clinical 
characteristics (disease vintage, treatment, primary 
diagnosis, number of comorbidities, BMI). P < 0.05 
was considered statistically significant.

Results

Sample Characteristics 

Sample characteristics are shown in Table I. The 
mean age was 46.0 ± 10.9 and the majority of patients 

were women (n = 446; 65.3%). Among 692 patients 
with complete MARDS scores, 12.7% were on clini-
cal remission, 34.8% had mild symptoms, 44.4% had 
moderate severity, and 8.1% had severe depression. 
There were 188 patients with no or mild cognitive 
impairment (27.2%), 487 with moderate impairment 
(70.4%) and 17 with severe impairment (2.5%). We 
found a strong association between attention deficits 
and MADRS scores (no/mild impairment: 9.6 ± 6.9; 
moderate impairment: 23.4 ± 8.7; severe impairment: 

Table I. Sample characteristics across classes of depression severity. 

Depression severity
Characteristics Whole sample

N = 692
Remission

N = 88
Mild

N = 241
Moderate
N = 307

Severe
N = 56

 Socio-demographic N (%) or mean (STD) p

Age 0.43

< 40 186 (26.9) 25 (28.4) 69 (28.6) 80 (26.1) 12 (21.4)

40-50 175 (25.3) 26 (29.6) 66 (27.4) 71 (23.1) 12 (21.4)

> 50 331 (47.8) 37 (42.0) 106 (44.0) 156 (50.8) 32 (57.2)

Women 440 (65.2) 55 (64.7) 142 (61.2) 202 (66.7) 41 (74.5) 0.26

Tertiary education 118 (17.0) 19 (21.6) 47 (19.5) 46 (15.0) 6 (10.7) 0.18

Living with partner 381 (55.9) 52 (59.8) 133 (56.1) 167 (55.3) 29 (52.7) 0.83

Children 442 (63.9) 58 (65.9) 142 (58.9) 203 (66.1) 39 (69.6) 0.24

Employment 0.29

Employed 339 (49.0) 52 (59.1) 117 (48.6) 141 (45.9) 29 (51.8)

Inactive 177 (25.6) 14 (15.9) 62 (25.7) 84 (27.4) 17 (3.0)

Retired 61 (8.8) 5 (5.7) 20 (8.3) 31 (10.1) 5 (8.9)

Unemployed 115 (16.6) 17 (19.3) 42 (17.4) 51 (16.6) 5 (8.9)

Physical activity 
(≥ 3 days/week)

83 (12.0) 23 (26.1) 38 (15.8) 22 (7.2) 0 < 0.01

Clinical 

Years since diagnosis 6.3 (7.3) 5.0 (5.6) 6.3 (6.9) 6.4 (7.5) 7.1 (9.8) 0.33

Recurrent depression 
(≥ 3 episodes/10 years)

302 (46.3) 26 (29.9) 90 (39.6) 157 (54.9) 29 (55.8) < 0.01

Primary diagnosis 0.01

AD 53 (7.7) 11 (12.5) 22 (9.1) 18 (5.9) 2 (3.6)

DYS 53 (7.7) 7.0 (8.0) 14 (5.8) 28 (9.12) 4 (7.14)

RDE 298 (43.0) 33 (37.5) 88 (36.5) 149 (48.5) 28 (50.0)

DE 122 (17.6) 12 (13.6) 46 (19.1) 48 (15.6) 16 (28.6)

ADD 154 (22.2) 22 (25.0) 65 (27.0) 61 (19.9) 6 (10.7)

Other 12 (1.7) 3 (3.4) 6 (2.5) 3 (1.0) 0

Other Axis I diagnoses 34 (4.9) 6 (6.8) 21 (8.7) 7 (2.3) 0 < 0.01

Body Mass Index 0.13

Underweight 22 (3.2) 0 12 (5.0) 8 (2.6) 2 (3.7)

Normal weight 366 (53.7) 55 (63.2) 131 (55.0) 149 (49.2) 31 (57.4)

Overweight 214 (31.4) 23 (26.4) 73 (30.7) 105 (34.6) 13 (24.1)

Obesity 80 (11.7) 9 (10.3) 22 (9.24) 41 (13.5) 8 (14.8)

N. of comorbidities 0.92 (1.20) 0.77 (1.03) 0.84 (1.18) 0.98 (1.27) 1.14(1.38) 0.04
(continues)
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34 ± 6.7, p for trend < 0.01; r = 0.71, p < 0.01). RDE 
was the most frequent diagnosis (43%), followed by 
mixed anxiety and depressive disorder (22%) and 
single major depressive episode (17%). The average 
duration of depression was 6.28 ± 7.34 years and 

58% of patients consulted more than one physician 
after symptoms onset before receiving a diagnosis 
of depressive disorder. More than 45% (n = 302) of 
subjects had more than 2 major depressive episodes 
in the previous 10 years. Combined pharmacological 

Depression severity
Comorbidities:

None 344 (49.7) 45 (13.0) 126 (36.6) 148 (43.0) 25 (7.27) 0.66

Serious injuries 18 (2.60) 3 (3.41) 4 (1.66) 8 (2.61) 3 (5.36) 0.43

Surgery 57 (8.24) 2 (2.27) 25 (10.4) 24 (7.82) 6 (10.7) 0.10

Osteo-articular 97 (14.0) 9 (10.2) 30 (12.4) 49 (16.0) 9 (16.1) 0.44

Hypertension 87 (12.6) 6 (6.82) 20 (8.30) 53 (17.3) 8 (14.3) < 0.01

CAD 7 (1.01) 0 5 (2.07) 1 (0.33) 1 (1.79) 0.14

Other CVD 26 (3.76) 3 (3.41) 6 (2.49) 12 (3.91) 5 (8.93) 0.15

Diabetes 28 (4.05) 3 (3.41) 5 (2.07) 17 (5.54) 3 (5.36) 0.21

Thyroid diseases 54 (7.80) 7 (7.95) 13 (5.39) 30 (9.77) 4 (7.14) 0.30

Dyslipidemia 44 (6.36) 5 (5.68) 13 (5.39) 19 (6.19) 7 (12.5) 0.26

Anemia 14 (2.02) 1 (1.14) 5 (2.07) 8 (2.61) 0 0.56

CKD 3 (0.43) 0 2 (0.83) 1 (0.33) 0 0.66

Lung diseases 18 (2.60) 1 (1.14) 6 (2.49) 5 (1.63) 6 (10.7) < 0.01

Gastrointestinal 66 (9.53) 10 (11.4) 25 (10.4) 23 (7.49) 8 (14.3) 0.21

Other 59 (8.53) 9 (10.2) 22 (9.13) 26 (8.47) 2 (3.57)

Therapy 0.08

Pharmacotherapy 565 (81.6) 72 (81.8) 183 (75.9) 262 (85.3) 48 (85.7)

Psychotherapy 11 (1.59) 2 (2.27) 8 (3.32) 1 (0.33) 0

Drugs & psychotherapy 101 (14.6) 12 (13.6) 43 (17.8) 40 (13.0) 6 (10.7)

None 15 (2.17) 2 (2.27) 7 (2.90) 4 (1.30) 2 (3.57)

Association regimens 
(≥ 2 prescription drugs) 464 (67.0) 40 (45.5) 142 (58.9) 237 (77.2) 45 (80.4) < 0.01

N. of drugs 1.98 (1.01) 1.59 (0.97) 1.70 (0.87) 2.24 (1.00) 2.41 (1.20) 0.02

Antidepressant therapy

NASSA 36 (5.20) 3 (3.41) 10 (4.15) 20 (6.51) 3 (5.36) 0.53

SSRI 390 (56.4) 44 (50.0) 149 (61.8) 169 (55.1) 28 (50.0) 0.14

SARI 21 (3.03) 2 (2.27) 4 (1.66) 11 (3.58) 4 (7.14) 0.15

SNRI 145 (20.9) 23 (26.1) 42 (17.4) 68 (22.1) 12 (21.4) 0.32

TCA 47 (6.79) 5 (5.68) 7 (2.90) 29 (6.45) 6 (10.7) 0.01

Other 48 (6.94) 2 (2.27) 10 (4.15) 27 (8.79) 9 (16.1) < 0.01

Other psychotropic 
drugs

Anti-anxiety 388 (56.1) 35 (39.8) 121 (50.2) 195 (63.5) 37 (66.1) < 0.01

Anti-epileptics 97 (14.0) 8 (9.09) 26 (10.8) 52 (16.9) 11 (19.6) 0.06

Neuroleptics 131 (18.9) 15 (17.1) 24 (9.96) 78 (25.4) 14 (25.0) < 0.01

Antidepressant Therapy: NASSA: Noradrenergic and Specific Serotonin Antidepressants; SSRI: Selective serotonin reuptake inhibi-
tors; SARI: Serotonin antagonist and reuptake inhibitors; SNRI: Serotonin-Norepinephrine Reuptake Inhibitors; TCA: Tricyclic anti-
depressants. Primary Psychiatric Diagnosis. AD: Adjustment Disorder (ICD10:F43.2); DYS: Dystimia (ICD10:F34.1); RDE: Recurrent 
Depressive Episode (ICD10:F33); DE: Depressive Episode (ICD10:F32); ADD: Mixed Anxiety and Depressive Disorder (ICD10:F41.2). 
Other Persistent Mood Disorder (OTHER; ICD10:F34.8. F34.9). P values represent confidence levels of χ2 for categorical variables, 
one-way ANOVA for continuous variables.

Table I (Follows)
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treatment and psychotherapy were prescribed in a 
minority of cases (14%). About half of the sample had 
no comorbid condition (n = 344; 49.7%). Patients with 
severe depressive symptoms had a higher number of 
comorbidities (1.14 vs 0.77, p for linear trend = 0.04), 
received more complex treatment regimens (80.1% 
vs 45.5%, p < 0.01), had more depressive episodes 
(55.8% vs 29.9%, p for trend < 0.01), more likely 
were occupationally inactive (30.4% vs 15.9%, p for 
trend < 0.05), carried out less physical activity (0% vs 
26.1%, p for trend < 0.01), and had lower education 
(graduates: 10.7% vs 21.6%, p for trend < 0.05) com-
pared to patients in clinical remission (Table I). Pa-
tients with RDE and DE had more severe symptoms 
compared to patients with ADD, AD, DYS or other 
depressive disorders (Table I, p < 0.011). 

Socio-Demographic and Clinical correlates of Illness 
Intrusiveness

The pattern of association observed was partially dif-
ferent across subscales of illness intrusiveness (Ta-
ble  II). Global scores were associated with the fre-
quency of physical exercise, the number of psycho-

tropic drugs prescribed in the treatment regiment, the 
frequency of relapses in the past 10 years, the prima-
ry psychiatric diagnosis and was marginally associ-
ated with patients’ employment status. The personal 
development scale was associated with physical ex-
ercise, the number of psychotropic drugs prescribed 
in the treatment regiment, the frequency of relapses 
in the past 10 years, the primary psychiatric diagno-
sis, patients’ employment status, and was marginally 
associated with patients’ marital status. The intimate 
relationship scale was associated with physical exer-
cise, the number of psychotropic drugs prescribed in 
the treatment regimen and was marginally associat-
ed with the frequency of relapses in the past 10 years 
and the presence of children in the household. The 
instrumental domain subscale was associated with 
the number of comorbidities, the number of psycho-
tropic drugs prescribed in the treatment regimen, the 
frequency of relapses and was marginally associated 
with patients’ employment. 

Depression Severity and Illness Intrusiveness

The average IIRS scores in the whole sample and 

Table II. Socio-Demographic and Clinical Correlates of Illness Intrusiveness.

IIRS IIRS: Ins. IIRS: Int. IIRS: Dev.

Demographics β (p) 

Age -0.06 (0.51) -0.01 (0.29) -0.01 (0.32) -0.00 (0.97)

Women 1.89 (0.27) 0.13 (0.35) 0.02 (0.92) 0.20 (0.16)

Living with partner -2.75 (0.16) -0.23 (0.14) 0.14 (0.50) -0.31 (0.06)

Children 1.04 (0.63) -0.01 (0.97) -0.41 (0.07) -0.04 (0.81)

Employed -3.19 (0.05) -0.24 (0.07) -0.10 (0.55) -0.30 (0.03)

Clinical

Primary diagnosis

AD -0.41 (0.90) 0.01 (0.96) 0.12 (0.74) -0.12 (0.67)

DYS -0.89 (0.79) -0.35 (0.19) 0.20 (0.58) 0.08 (0.77)

RDE 0.15 (0.94) -0.07 (0.68) 0.05 (0.81) 0.07 (0.71)

DE 5.64 (0.03) 0.18 (0.40) 0.62 (0.03) 0.58 (0.01)

ADD ref ref ref ref

Other depressive syndromes 9.44 (0.21) 0.44 (0.46) 1.26 (0.11) 0.78 (0.22)

Recurrent depression 
(≥ 3 episodes/10 years) 

4.77 (0.02) 0.34 (0.04) 0.41 (0.06) 0.38 (0.03)

Physical Activity (≥ 3 days/week) -5.86 (0.02) -0.24 (0.22) -0.52 (0.04) -0.60 (0.004)

Number of psychotropic drugs 4.06 (< 0.01) 0.36 (< 0.01) 0.23 (< 0.01) 0.30 (< 0.01)

Number of comorbidities 0.48 (0.50) 0.16 (< 0.01) -0.06 (0.41) -0.03 (0.62)

Coefficient estimates and p values are based on generalized linear models (normal distribution with identity link function). For 
continuous variables, association estimates represent the change in the IIRS score associated with a 1-point increase in the inde-
pendent variable. For categorical variable, association estimates represent the difference in the IIRS score between patients with a 
characteristic compared to the reference category.
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across MADRS classes are reported in Table III. We 
found a strong, graded association between depres-
sion severity and each HRQOL outcome. These as-
sociations were robust to adjustment for several con-
founders (Table III). The interaction between MADRS 
classes and diagnostic groups was not statistically 
significant and was removed from the model (not 
shown). Effect sizes in the full model ranged between 
ω2 = 0.12 (IIRS: intimacy subscale) and ω2 = 0.24 
(IIRS: total score). To further explore the association 
between MADRS scores and IIRS, we evaluated the 
relationship between individual facets of depression 
and patients’ perception of life-limitation (Figure 1). 

Discussion

The primary objective of our study was to character-
ize the relationship between symptoms severity and 
perceived Illness Intrusiveness in a large national 
sample of working age patients with major depres-
sive disorders. The results outlined the disruption of 

symptoms severity on patients life domains pivotal to 
health-related quality of life such as intimate relation-
ships, personal development, work and social par-
ticipation. Depression in the IIRS literature has been 
primarily studied as a specific complication of other 
disabling diseases and is considered a key media-
tor of subsequent quality of life impairment 16 17. In-
deed, depressive mood is common in chronic and 
life-threatening disease, as a result of illness-induced 
disruptions to lifestyle, activities, and interests 18-20. 
We advanced current knowledge concerning the re-
lationship between depressed mood and quality of 
life by demonstrating a strong graded association 
between depression severity and life-style disruption 
in all dimensions tapped by the Illness Intrusiveness 
Rating Scale. We observed a large effect size of de-
pression severity for each IIRS total scale, both in 
the unadjusted (ω2 = 0.24) and adjusted (ω2 = 0.16) 
models. Adjusted IIRS mean scores in the whole 
sample (48.6) was higher compared to those found 
among patients with other severe chronic diseases 

Table III. Illness intrusiveness scale and subscales mean scores in the whole sample and across levels of depression 
severity. 

Depression Severity

Whole 
N = 692

Remission
N = 88

Mild
N = 241

Moderate
N = 307

Severe
N = 56

HRQOL score Unadjusted Mean Scores ω2 p

IIRS 49.0 30.4 44.9 54.8 64.6 0.24 < 0.01

IIRS: development 3.7 2.3 3.4 4.1 5.0 0.21 < 0.01

IIRS: intimacy 4.1 2.7 3.7 4.5 5.1 0.12 < 0.01

IIRS: Instrumental 3.7 2.3 3.4 4.2 4.9 0.22 < 0.01

HRQOL score Adjusted Mean Scores a ω2 p

IIRS 48.6 33.8 47.5 55.6 64.7 0.16 < 0.01

IIRS: development 3.67 2.50 3.54 4.18 4.97 0.14 < 0.01

IIRS: intimacy 3.99 2.92 3.94 4.69 5.19 0.09 < 0.01

IIRS: Instrumental 3.72 2.58 3.67 4.24 4.89 0.13 < 0.01

Unadjusted and adjusted mean scores and p values are based on generalized linear models (normal distribution with identity link 
function); ω2 represents effect size for the F-test. Adjusted model included age, gender, tertiary education, presence of partner, 
number of children, employment status, recurrent episodes, physical activity, number of drugs, Body Mass Index, duration of 
disorder, number of comorbidities).

Figure 1 
(Panel A-D). Unadjusted and Partial Correlations between facets of depression and illness intrusiveness. Bars represent the zero 
order and partial Spearman’s Correlations coefficients estimating the association facets of individual item scores of the MADRS 
scale and IIRS scores (Panel A: global IIRS scores; Panel B: Instrumental Domain scores; Panel C: Intimacy Domain scores; Panel 
D: Development Domain scores). Partial correlations have been adjusted for age, sex, education, marital status, having children, 
employment, primary psychiatric diagnosis, frequency of relapses in the past 10 years, frequency of physical exercise, BMI, number 
of comorbidities, disease vintage, number of psychotropic medications.

t
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such as bipolar disorder (43.8), multiple sclerosis 
(42.6), epilepsy (38.8), rheumatoid arthritis (37.9) end 
stage renal disease (38.8) 21 22. To our knowledge, 
patients with severe symptoms showed the highest 
IIRS score compared to any other chronic condition 
investigated so far 3 22. Further, we found that MDD 
patients on clinical remission still reported a mild 
level of distress on all IIRS scales. These subjects 
(mean IIRS: 33.8) scored similarly to patients with In-
somnia (mean IIRS: 34.9) and Biliary cirrhosis (mean 
IIRS: 32.2) 22. Our findings are consistent with previ-
ous research suggesting that a residual impairment 
of patients’ functioning persists even after complete 
clinical recovery 23-26. 
Interestingly, we found no evidence that any MADRS 
attribute drives the association between depression 
severity and IIRS. Our results suggest that all fac-
ets of depression are equally contributing to overall 
lifestyle disruption caused by the disease. It may be 
surprising that reporting of suicidal thoughts does 
not seem to provide a major contribution to illness-
related interference on daily life. However only few 
patients in our sample reported such symptom and 
its overall effect might then be underestimated. 
The secondary aim of our study was evaluating socio-
demographic and clinical correlates of IIRS. Our data 
showed that patients reporting more than 2 depressive 
episodes in the last 10 year had poorer IIRS scores. 
Treating depression to full symptoms resolution and 
maintenance of remission is a key endpoint of therapy 
since the disability related to chronic depression and 
recurrent pattern of disease is substantial. However, 
this has been an elusive target of therapy for many 
patients so far. Adherence issues, inappropriate treat-
ment and late referral to specialized healthcare are 
often reported as key barriers to successful induction 
and maintenance of remission among MDD patients 27. 
An important finding of our study was that regimen 
complexity (i.e. number of prescription psychotropic 
drugs) was strongly associated with illness intrusive-
ness independent of depression severity. Our results 
are consistent with a large body of evidence showing 
that treatment factors are key drivers of HRQOL and 
life-style interference  22 which in turn might hamper 
medication adherence  28. The management of com-
plex regimens require greater organizational accom-
modations in patients’ daily life and need significant 
self-care abilities  28; additionally psychotropic drugs 
are burdened with significant side-effects, and their 
use may be associated with self-stigma issues 28, all 
factors leading to reduced adherence and persistence 
on treatment for the full course of therapy. 

Finally, we did not find any significant interaction be-
tween depression severity and IIRS scores across 
different depressive unipolar diagnosis: our sample 
size achieved 80% power of detecting a small ef-
fect size interaction (f ≥ 0.12), thus making additional 
stratified analysis not justified. However, the aim of 
our study was to evaluate the association between 
depression severity and Illness intrusiveness inde-
pendent of the underlying disease, since scores of 
depression severity scales are often the primary end-
point in RCTs.
This study has several strengths worth mentioning. 
First, assessment severity relied on clinician-rated 
scales, which help overcome common method bias. 
Second, the large sample size allowed us to adjust 
for several potential confounders. Third, heteroge-
neity in symptoms severity among our sample let us 
estimate the relative burden of patients on remission 
and compare a wide range of symptoms severity. 
However, our study has some weaknesses to be tak-
en into account. The cross-sectional design does not 
allow to draw causal inferences; moreover, the diag-
nosis of depressive disorders was based on psychia-
trists’ clinical evaluation carried out during a regular 
outpatient visit and standardized methods were not 
uniformly adopted (e.g. Structured Clinical Interview 
for DSM Disorders; SCID). Consequently we cannot 
rule out the possibility of classification bias. 
Additionally, despite IIRS scale has been extensively 
used in several chronic conditions worldwide, it has 
not received formal validation in the Italian psychi-
atric population. The Italian version of the IIRS has 
been used in 3 previous published studies with pa-
tients suffering from chronic and autoimmune dis-
eases 29-31: IIRS scale was translated by professional 
translators, and back-translation was carried-out 
to corroborate the validity of the process. Although 
cross-cultural validation studies have generally dem-
onstrated excellent reliability and criterion validity of 
the total IIRS score, the trans-national stability of the 
Intimacy subscale has been questioned in French 
and Asian studies 14. Hence, results pertaining this 
subscale should be interpreted cautiously. 
Finally, we cannot discount the possibility that se-
lection bias occurred. In order to capture potentially 
important regional variation, we selected centers lo-
cated in each Italian region, operating both in uni-
versity and community hospitals, with both large and 
relatively small catchment area: however, we could 
not evaluate the reasons for two cases of non-partic-
ipation nor we could estimate the attrition rate for the 
study. Therefore, our results may not be fully generiz-
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able to the Italian population of patients with major 
depressive disorders seeking care in outpatient men-
tal health services. 

Conclusion 

We demonstrated wide differences in life-style dis-
ruption across depression severity classes, sug-
gesting that the potential quality of life improvement 
achievable with appropriate therapy is substantial. 
However we showed that residual impairment due 
to illness intrusiveness might persist among pa-
tients on clinical remission. Additionally we showed 
that treatment related issues such as the exces-
sive regimen complexity often required to treat the 
multifaceted manifestations of the disease, might 
be associated with substantial life-interference ir-
respective of symptoms severity. Since increased 
treatment-related illness intrusiveness might lead to 
poor adherence, the symptom-reducing potential of 
any additional medication should be carefully con-

sidered by clinicians vis-à-vis the risk for increased 
therapy burden and its impact on quality of life.

Acknowledgement & Authors’ Contribution
The conduct of this study has been funded by 
DoxaPharma s.r.l. The investigators had full access 
to the data and vouch for data integrity. FA and NL 
contributed equally to this work. NL contributed to 
study concept development, study design, data in-
terpretation, manuscript drafting, performed data 
analysis and approved the final version of the manu-
script. FA contributed to data interpretation, drafted 
the first version of the manuscript, and approved the 
final version of the manuscript. BA, VM, MC contrib-
uted to study concept development, study design, 
data interpretation, supervised the scientific con-
duct of the study and approved the final version of 
the manuscript. Members of the ILDE Study Group 
design, data interpretation and approved the final 
version of the manuscript.

Take home messages for psychiatric care
•	 Depression is a primary determinant of years lost due to disability and exerts a detrimental impact on functional 

impairment and quality of life. However. the relationship between the severity of depressive symptoms and illness 
intrusiveness is still scarcely characterized

•	 We demonstrated a strong graded association between depression severity and life-style disruption in all dimen-
sions tapped by the Illness Intrusiveness Rating Scale (IIRS)

•	 All facets of depression are equally contributing to overall lifestyle disruption caused by the disease

•	 Patients with severe symptoms showed the highest IIRS score compared to any other chronic condition investigated 
so far. A residual impairment persists even after partial or complete clinical recovery

•	 The potential quality of life improvement achievable with appropriate therapy is substantial

•	 Polypharmacy strongly contributes to life domains’ disruption. thus suggesting further efforts to reduce regimen 
complexity
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Abstract
Objectives: Treatment-resistant Obsessive-Compulsive Disorder (OCD) pa-
tients are defined as those who undergo adequate trials of first-line therapies 
without achieving a satisfactory response. First line treatments for OCD include 
both serotonin reuptake inhibitors (SRIs) and cognitive behavior therapy (CBT). 
Because of the high number of OCD patients not responding to first-line treat-
ments (40-60%) and considering the even greater prevalence rate of residual 
symptoms and significant impairment shown in patients previously described 
as “clinical responders”, the question of the proper treatment of resistant OCD 
is a clinically meaningful and a practical issue for psychiatrists. Antipsychotic 
augmentation proved to be an effective strategy for resistant OCD. However, 
there are unresolved questions concerning which antipsychotic is effective (or 
more effective) and how antipsychotics should be used in terms of doses and 
duration of treatment. The purpose of this study is to systematically review 
available studies on antipsychotic augmentation for treatment-resistant OCD, 
in order to guide the practical choice.
Materials and methods: We searched on PubMed, Psychnet and Cochrane 
Libraries from inception to January 2016. Articles published in English and 
related to the use of antipsychotics in OCD were considered. We evaluated 
meta-analyses, systematic reviews and randomized controlled trials of adult 
patients with treatment-resistant OCD.
Results: Antipsychotic augmentation is an evidence-based option for treatment-
resistant OCD, with a response rate of approximately 50% within the first 4-to-
6 weeks. Aripiprazole (10-15 mg/day) and risperidone (0.5-2 mg/day) are effec-
tive, olanzapine (10 mg/day) is possibly effective. Haloperidol addition is also a 
viable option, particularly in patients with comorbid tic disorders. Given results 
of studies performed to date quetiapine should be regarded as non-effective. 
Preliminary results from open label studies suggest that antipsychotic augmen-
tation, once effective, should be maintained in order to maintain remission. 
Conclusions: Not all antipsychotics are effective as add-on treatments in resis-
tant OCD. Characteristics of patients and side effects generally associated with 
each different antipsychotic may guide the practical choice. Further research is 
required concerning the comparative effectiveness among antipsychotics, the 
optimal target dose and the ideal duration of antipsychotic addition. In our opinion, 
antipsychotic augmentation in patients who responded to this treatment should 
be maintained in order to prevent relapses. However, clinicians must remember 
patients’ exposure to the common and serious adverse effects associated with 
long-term antipsychotic administration, especially metabolic disturbances. 

Key words: Obsessive-Compulsive Disorder (OCD), antipsychotic, augmenta-
tion, treatment, treatment-resistant OCD
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Introduction 

Obsessive-compulsive disorder (OCD) is a heteroge-
neous psychiatric illness with a lifetime prevalence in 
the general population of approximately 2-3%, mak-
ing it a far more common disorder than previously 
believed  1. The diagnosis is made by the presence 
of recurrent or persistent, upsetting thoughts, im-
ages, or urges, which are experienced as intrusive 
and unwanted (obsessions), and excessive repetitive 
behaviors or mental acts performed in response to 
these obsessions (compulsions) 2.
First line treatments for OCD include both sero-
tonin reuptake inhibitors (SRIs) (citalopram, esci-
talopram, fluoxetine, fluvoxamine, paroxetine, ser-
traline, and clomipramine), and cognitive behavior 
therapy (CBT) –  in the forms of exposure and re-
sponse prevention (ERP) and/or cognitive restruc-
turing  3-11. Both the above-mentioned pharmaco-
logical and psychological approaches have been 
recognized more effective than wait-list, inactive 
psychological treatments or placebo in individual 
randomized controlled trials (RCT) 12-15. The sever-
ity of the disorder (in terms of severity of obsessive-
compulsive symptoms or the severity of the associ-
ated depressive symptomatology) and the age of 
the patient might guide clinicians in the choice of 
the first approach: for an adult patient affected by 
a severe OCD, pharmacotherapy with an SSRI is 
generally considered a correct first-line approach. 
Analyzing the relative efficacy between different 
SRIs, no significant difference could be identified 
between citalopram, fluoxetine, fluvoxamine, par-
oxetine and sertraline, according to a Cochrane 
review depicting 17 RCTs 16. Equally, the SSRI es-
citalopram improved OCD symptoms without any 
significant difference as compared to paroxetine 17. 
Nevertheless, 40-60% of OCD patients do not re-
spond satisfactorily to the initial SRI monotherapy 18-20. 
Additionally, those patients who are defined as “clini-
cal responders” according to stringent response cri-
teria (i.e., typically a greater than 25 or 35% decline in 
Yale-Brown Obsessive Compulsive Scale (Y-BOCS) 
rating) often fail to show later on a complete remis-
sion of their symptoms and/or continue to experience 
significant impairment from their residual symptoms 
in terms of reduced quality of life 21. 
Because of the high number of OCD patients not 
responding to first-line treatments, the question of 
the proper treatment of resistant OCD is a clinically 
meaningful and practical issue for psychiatrists. 

Definition of and practical steps to be implemented 
for treatment-resistant OCD

Patients who undergo adequate trials of first-line ther-
apies without achieving a satisfactory response are 
defined as treatment-resistant OCD patients. Clinical 
response is usually defined as a reduction in the Y-
BOCS score ≥ 35% or ≥ 25% with respect to base-
line 22. More specifically, stages of response to treat-
ment have been recently proposed, according to an 
international expert consensus: treatment response 
is defined as 35% or greater reduction of Y-BOCS 
and Clinical Global Impression (CGI) 1 or 2; partial 
response as greater than 25% but less 35% Y-BOCS 
reduction and CGI at least 3; non response as less 
than 25% Y-BOCS reduction and CGI 4. Furthermore, 
remission is achieved if the person no longer meets 
syndromal criteria for the disorder and has no more 
than minimal symptoms (Y-BOCS ≤ 12) and CGI 1 
or 2 for at least one week; recovery is obtained if the 
person no longer meets syndromal criteria for the 
disorder and has no more than minimal symptoms 
(Y-BOCS ≤ 12) and CGI 1 or 2 for at least one year 23.
Practically, several issues must be considered and 
questions have to be addressed, before confirming a 
condition of treatment-resistance of OCD: 
1. clinicians should correctly make the diagnosis of 

OCD. Particularly, other symptoms should not be 
inappropriately considered as obsessions or com-
pulsions (obsessive-compulsive personality dis-
order; ruminations occurring in major depressive 
disorder or other anxiety disorders; repetitive ste-
reotyped behaviors encountered in psychoses, in 
mental retardation or in organic mental disorders; 
obsessive concerns about body shape or ritual-
ized eating behaviors in eating disorders; patterns 
of behaviors, interests or restricted and repetitive 
activities in autism);

2. clinicians should check that the patient has been 
exposed to an adequate pharmacological trial 
(SRIs) in terms of appropriate doses and for at 
least 12 weeks. Guidelines provide minimum 
target and maximum doses to be used in OCD 
(see for example those of the APA Guidelines, il-
lustrated in Table  I); a meta-analysis confirmed 
that moderate-high dosages are more effective in 
treating OCD and thus should be prescribed be-
fore defining a patient as resistant 24;

3. the potential presence of medical or psychiatric 
comorbidities that could affect treatment response 
should be assessed (e.g., paradigmatic the case 
of OCD comorbid with bipolar disorder, where 
treatment with high doses of SRIs could worsen 
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both bipolar disorder – mixed episodes, rapid cy-
cling, switch – and OCD) 25 26;

4. clinicians may also keep in mind that the first avail-
able strategy could be just waiting for the treatment 
to produce a full response, since some individu-
als who fail to improve after three months of treat-
ment at adequate doses may turn into treatment 
responders after additional months of continued 
treatment. This strategy, however, should be strictly 
reserved to patients who showed at least a partial 
response during the initial months of treatment 27 28;

5. finally, psychoeducational interventions directed 
to the families might help to establish a therapeu-
tic alliance, to provide education about the disor-
der and its treatment, to improve family problem 
solving skills, and to ameliorate compliance to 
drug treatments 29-31. Indeed, the family may have 
a potential role in reinforcing the disorder and re-
ducing patient compliance. Family members tend 
to become emotionally over-involved, neglecting 
their own needs and at the same time perpetuat-
ing the cycle of obsessions and compulsions. On 
the other hand, family members might express 
criticism by voicing expectations that the patient 
“just snaps out of it”. Both attitudes, besides wors-
ening relatives’ quality of life 32 33, contribute to the 
maintenance of patient’s symptoms as well 34.

Antipsychotic augmentation in treatment-resistant OCD

Several therapeutic options are available for treat-
ment resistant OCD; however, only two strategies 
are considered, to date, evidence-based treatments 
for resistant OCD based on placebo-controlled rand-
omized trials: antipsychotic augmentation of SRIs and 

cognitive-behavior therapy addition. This latter option 
proved to be effective in several open-label studies 
(see for an example of its use in a naturalistic setting 
resembling that of a clinical practice the study by Al-
bert et al.) 35 and at least one well-performed controlled 
(stress management training as the inactive/placebo 
psychological treatment arm) randomized trial 36. 
Antipsychotic augmentation of SRIs is an evidence-
based treatment for resistant OCD; its efficacy has been 
confirmed by several randomized, double-blind and 
placebo-controlled trials and by several meta-analyses. 
Atypical antipsychotic medications are approved only 
for the treatment of Schizophrenia, Bipolar Disorder 
and Major Depression under drug-specific circum-
stances. However, their use is rapidly increasing and 
their off-label prescription is, at least partially, respon-
sible for their widespread use 37-41. It has been esti-
mated that, among adults, off-label prescriptions rep-
resent 40 to 75% of all antipsychotic prescriptions 41. 
Antipsychotic drugs are generally recommended as a 
class for several diagnoses including treatment-resist-
ant OCD, although they are not all the same in their 
efficacy, reflecting the differences in pharmacokinetic 
and pharmacodynamic profiles of each drug. In fact, 
there are still some unresolved questions concerning 
which atypical antipsychotic could be more effective 
as an evidence-based treatment for treatment-resist-
ant OCD. Moreover, no advice is provided on how to 
use a specific antipsychotic for this specific disorder, 
in terms of doses and duration of treatment.
The purpose of this paper is to systematically review 
available studies on antipsychotic augmentation for 
treatment-resistant OCD, focusing on efficacy and 
comparative effectiveness (where possible) of antip-

Table I. Doses of serotonin reuptake inhibitors (SRIs) in the treatment of obsessive-compulsive disorder according to 
American Psychiatry Association guidelines (2007) 7.

Compound
SRI

Starting dose  
and incremental dose 

(mg/day)*

Usual 
target dose

(mg/day)

Usual 
maximum dose

(mg/day)

Occasionally prescribed 
maximum dose 

(mg/day)† 

Citalopram 20 40-60 80 120

Clomipramine 25 100-250 250 __ ‡

Escitalopram 10 20 40 60

Fluoxetine 20 40-60 80 120

Fluvoxamine 50 200 300 450

Paroxetine 20 40-60 60 100

Sertraline § 50 200 200 400
* Some patients may need to start at half this dose or less to minimize undesired side effects such as nausea or to accomodate anxiety about tak-
ing medications; † These doses are sometimes used for rapid metabolizers or for patients with no or mild side effects and inadeguate therapeutic 
response after 8 weeks or more at the usual maximum dose; ‡ Combined plasma levels of clomipramine plus desmethylclomipramine 12 hours 
after the dose should be kept below 500 mg/mL to minimize risk of seizures and cardiac conduction delay; § Sertraline, along among the selective 
serotonin reuptake inhibitors, is better absorbed with food.
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Table II. Efficacy of antipsychotic augmentation in treatment-resistant OCD: double-blind, placebo-controlled studies.

Antipsychotic Authors Sample (N) Trial duration (weeks) Dose (mg/die) Mean dose (mg/die)
Minimal length of SRI treatment 
before enrollment in the study

Results 

Aripiprazole Muscatello et al., 2011 66

Sayyah et al., 2012 67

40
39

16
12

15 (fixed-dose)
10 (fixed-dose)

15 (fixed-dose)
10 (fixed-dose)

12
12

Aripiprazole > Placebo
Aripiprazole > Placebo

Haloperidol McDougle et al., 1994 54 34 4 2-10 6.2 ± 3.0 12 Haloperidol > Placebo

Olanzapine Bystritsky et al., 2004 68

Shapira et al., 2004 69

26
44

6
6

5-20
5-10

11.2 ± 6.5
6.1 ± 2.1

12
8

Olanzapine > Placebo
Olanzapine = Plabebo

(patients in both arms improved)

Paliperidone Storch et al., 2013 70 34 8 3-9 4.94 8 Paliperidone = Placebo
(patients in both arms improved)

Quetiapine Atmaca et al., 2002 *57

Denys et al., 2004 58

Carey et al., 2005 59

Fineberg et al., 2005 81

Kordon et al., 2008 60

Diniz et al., 2011 #61

27
40
42
21
40
54

8
8
6
16
12
12

50-200
100-300
25-300
50-400

400-600
50-200

91 ± 41
200

168.8 ± 120.8
215 ± 124

-
142 ± 65

12
8
12
12
12
8

Quetiapine > Placebo
Quetiapine > Placebo
Quetiapine = Placebo
Quetiapine = Placebo
Quetiapine = Placebo
Quetiapine < Placebo

Risperidone McDougle et al., 2000 62

Hollander et al., 2003 63

Erzegovesi et al., 2005 64

Simpson et al., 2013 65

36
16
20
60

6
8
6
8

1-6
0.5-3

0.5 (fixed-dose)
0.25-4

2.2 ± 0.7
2.25 ± 0.86

0.5 (fixed-dose)
1.9 ± 1.1

12
12
12
12

Risperidone > Placebo
Risperidone > Placebo
Risperidone > Placebo
Risperidone > Placebo

* Single-blind, placebo-controlled study; # Double-blind placebo and clomipramine controlled study.

sychotics, in order to provide a guidance for clinicians 
on which antipsychotic (and at which dose) should be 
preferred in resistant OCD.

Materials and methods

We searched on PubMed, Psychnet and Cochrane 
Libraries from inception to January  2016. Articles 
published in English and related to the use of antip-
sychotics in OCD were evaluated. The keyword “an-
tipsychotic” was combined using the boolean AND 
with “obsessive-compulsive disorder”. An additional 
search was performed combining OCD with “ari-
piprazole”, “olanzapine”, “quetiapine”, “paliperidone”, 
“risperidone”, “ziprasidone” via the Boolean AND. Fi-
nally, a manual search for reference lists from articles 
selected in the previous search and for any relevant 
reviews was done. Search results were limited to 
open-label trials and randomized controlled trials of 
adult patients with treatment resistant OCD.

Results

Is antipsychotic augmentation an evidence-based 
treatment for resistant OCD?

The use of antipsychotic addition to SRIs in resistant 
OCD is supported by several randomized, double-
blind, placebo-controlled studies; review and meta-
analytical studies also confirm that augmentation of 

SRIs with antipsychotic drugs can be considered a 
valid treatment option in resistant OCD 42-52.
In summary, the evidence based on the meta-analytic 
calculations suggests an efficacy of this pharmacologi-
cal strategy measured by both the response rates (cri-
terion: Y-BOCS reduction ≥ 35%) and the changes in 
Y-BOCS total score; Dold et al. calculated an overall re-
sponse rate to antipsychotic addition (all RCTs, includ-
ing those where antipsychotics proved to be ineffective) 
of approximately 30% 52; however, studies in which the 
active compound (antipsychotic) differentiated from 
placebo (positive studies) found response rates around 
50% 43. When response to antipsychotic addition oc-
curs, it is evident within the first 4-6 weeks  43 50. Ac-
cording to these results, it may be advisable to change 
strategy when antipsychotic addition after 6 weeks re-
sults ineffective. However, not all antipsychotics have 
been studied in double-blind conditions and differenc-
es in efficacy exist between antipsychotics.

Which antipsychotics proved effective in resistant 
OCD in double-blind, placebo-controlled studies?

Efficacy: first generation antipsychotics
Two studies investigated augmentation of SRIs with 
typical antipsychotics (haloperidol and pimozide) 53 54; 
only haloperidol proved to be effective in a double-
blind, placebo-controlled study, particularly in pa-
tients with comorbid tic disorders 54 55. However, the 
side effect profile of haloperidol, with dose-dependent 
extrapyramidal symptoms, limits the potential benefit 
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of this strategy; by comparison, the atypical antip-
sychotics are associated with fewer extrapyramidal 
symptoms, though they are known to be associated 
with a higher risk of metabolic adverse effects 56.

Efficacy: second generation/atypical antipsychotics
Concerning the efficacy of second-generation antip-
sychotic augmentation of SRIs in treatment-resistant 
OCD, there are six RCTs regarding the addition of 
quetiapine 57-61 81, four risperidone  62-65, two aripipra-
zole 66 67, two olanzapine 68 69 and one paliperidone 70. 
Results of double-blind, placebo-controlled studies 
(together with doses used in each study) are sum-
marized in Table II. 
Aripiprazole and risperidone both differentiated from 
placebo in all studies and may be considered effec-
tive. No evidence could be identified for the efficacy 
of adjunctive quetiapine (no difference in response 
between quetiapine and placebo in four of the five 
double-blind studies) and olanzapine (one positive 
study 68 and one negative 69). However, the negative 
study with olanzapine 69 was biased by the fact that 
the Authors included patients not responding to only 
8 weeks of SRI monotherapy; thus patients in both 
the placebo and the olanzapine arms showed a sig-
nificant response rate. Our single-blind study com-
paring olanzapine with risperidone addition showed 
similar response rates to both compounds, suggest-
ing equivalent efficacy  71. We then think that olan-
zapine may be a valid alternative to aripiprazole and 

risperidone as an augmentation strategy in resistant 
patients. The paliperidone negative study 70 suffered 
from the same bias: treatment resistance was defined 
as an entry YBOCS total score of 19 or greater de-
spite at least two adequate SRI monotherapy trials, 
one of which included the SRI currently being taken 
by the patient provided that the duration of treatment 
was only 8 weeks at a medium-to-high dose. Pali-
peridone did not differentiate from placebo: paliperi-
done administration resulted in significant baseline to 
post-treatment reductions in obsessive-compulsive 
symptoms (-7.98 points in YBOCS score), and place-
bo administration also resulted in medium size, trend-
level significant YBOCS changes (-4.02 points). Our 
conclusion is that paliperidone may have a potential 
efficacy in treating OCD patients resistant to SRIs, 
although further studies are needed. Future studies 
might benefit from including patients whose resist-
ance to treatments is prospectively evaluated in a trial 
lasting a minimum of 12 weeks at the maximum dose. 

Comparative effectiveness
Concerning comparative effectiveness of antipsy-
chotics in OCD, we could retrieve only four stud-
ies  71-74. Results of these studies are summarized 
in Table III. The first one compared risperidone and 
haloperidol addition with a crossover design: each 
patient received a 2-week trial of adjunctive risperi-
done, haloperidol and placebo  72; both risperidone 
and haloperidol significantly reduced obsessions 

Table II. Efficacy of antipsychotic augmentation in treatment-resistant OCD: double-blind, placebo-controlled studies.

Antipsychotic Authors Sample (N) Trial duration (weeks) Dose (mg/die) Mean dose (mg/die)
Minimal length of SRI treatment 
before enrollment in the study

Results 

Aripiprazole Muscatello et al., 2011 66

Sayyah et al., 2012 67

40
39

16
12

15 (fixed-dose)
10 (fixed-dose)

15 (fixed-dose)
10 (fixed-dose)

12
12

Aripiprazole > Placebo
Aripiprazole > Placebo

Haloperidol McDougle et al., 1994 54 34 4 2-10 6.2 ± 3.0 12 Haloperidol > Placebo

Olanzapine Bystritsky et al., 2004 68

Shapira et al., 2004 69

26
44

6
6

5-20
5-10

11.2 ± 6.5
6.1 ± 2.1

12
8

Olanzapine > Placebo
Olanzapine = Plabebo

(patients in both arms improved)

Paliperidone Storch et al., 2013 70 34 8 3-9 4.94 8 Paliperidone = Placebo
(patients in both arms improved)

Quetiapine Atmaca et al., 2002 *57

Denys et al., 2004 58

Carey et al., 2005 59

Fineberg et al., 2005 81

Kordon et al., 2008 60

Diniz et al., 2011 #61

27
40
42
21
40
54

8
8
6
16
12
12

50-200
100-300
25-300
50-400

400-600
50-200

91 ± 41
200

168.8 ± 120.8
215 ± 124

-
142 ± 65

12
8
12
12
12
8

Quetiapine > Placebo
Quetiapine > Placebo
Quetiapine = Placebo
Quetiapine = Placebo
Quetiapine = Placebo
Quetiapine < Placebo

Risperidone McDougle et al., 2000 62

Hollander et al., 2003 63

Erzegovesi et al., 2005 64

Simpson et al., 2013 65

36
16
20
60

6
8
6
8

1-6
0.5-3

0.5 (fixed-dose)
0.25-4

2.2 ± 0.7
2.25 ± 0.86

0.5 (fixed-dose)
1.9 ± 1.1

12
12
12
12

Risperidone > Placebo
Risperidone > Placebo
Risperidone > Placebo
Risperidone > Placebo

* Single-blind, placebo-controlled study; # Double-blind placebo and clomipramine controlled study.
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when compared with placebo, and there was a ten-
dency for haloperidol, and to a lesser degree for ris-
peridone, of reducing compulsion and YBOCS total 
score. However, 40% of patients terminated halop-
eridol treatment early owing to intolerable side ef-
fects, versus none in the risperidone phase. Maina 
and colleagues (2008) directly compared, in a single-
blind study, risperidone and olanzapine addition to 
SRIs in resistant OCD patients: the two compounds 
resulted equally effective in improving obsessive-
compulsive symptoms 71. Selvi and coworkers (2011), 
in a single-blind study, compared aripiprazole and 
risperidone augmentation: both drugs proved to be 
effective strategies in resistant patients, although a 
significantly higher response rate was found with ris-
peridone (72.2%) compared to aripiprazole (50%) 73. 
Shoja Shafti and Kaviani (2015), finally, compared in 
a double-blind study the efficacy and safety of ari-
piprazole versus quetiapine. They found a statistical-
ly significant difference in response rates with que-
tiapine (54.5%) compared to aripiprazole (27.3%) 74.

Which antipsychotic dose should be used?

Dose ranges of antipsychotics and mean final doses 
used in double-blind studies on antipsychotic addition 
in resistant OCD are reported in Table  II. Concern-
ing antipsychotics that differentiated from placebo, 
aripiprazole appeared effective at a dose of 10 and 
15 mg/day, olanzapine at a mean dose of 11 mg/day, 
risperidone at a dose comprised between 0.5 and 
2 mg/day. Haloperidol proved effective at a mean final 
dose of 6 mg/day, but with significant side effects. 

How long antipsychotic addition should be maintained? 

Trial duration of double-blind studies on antipsychot-
ic augmentation in treatment-resistant OCD (Tab. II) 
has been comprised between 6 and 12 weeks, with 

the exceptions of 4 weeks in the haloperidol study 54 
and 16 weeks in the aripiprazole one  66. We could 
not find double-blind maintenance studies on antip-
sychotic augmentation in OCD. 
A recent single-blind study compared risperidone to 
CBT augmentation during a six-month maintenance 
phase. Foa and colleagues (2015) followed-up 40 pa-
tients with resistant OCD who responded (Y-BOCS 
decrease ≥ 25%) to 8-week adjunctive risperidone or 
CBT (single-blind, placebo-controlled acute study) 65; 
responders continued the augmentation strategy 
they received acutely over further six months. Re-
sponse was maintained in both groups. Since CBT 
patients improved more during acute treatment than 
risperidone patients, CBT yielded superior outcomes 
six months later  75. Nevertheless, since risperidone 
preserved his efficacy, this study may support the 
need of sustaining antipsychotic augmentation in pa-
tients who acutely responded to this treatment.
However, exactly how long adjunctive antipsychotic 
treatment should be maintained remains an unan-
swered question. Only a study examined relapse rates 
after antipsychotic discontinuation; this study showed 
that the discontinuation of the antipsychotic in patients 
previously responsive only to the augmentation strat-
egy leads to an exacerbation of obsessive-compulsive 
symptoms (relapse) in the vast majority of patients 
(83.3% within the 24-week follow-up); 72.2% of patients 
relapsed within the first 8 weeks from discontinuation 76. 
Although retrospective, this study provides additional 
evidence that antipsychotic augmentation has to be 
maintained for patients who respond to this strategy. 

Discussion and Conclusions

The purpose of this paper was to systematically re-
view available studies on antipsychotic augmentation 

Table III. Comparative efficacy of antipsychotic augmentation in treatment-resistant OCD.

Authors Study design Antipsychotics Sample (N) Trial duration (weeks) Dose (mg/die)
Minimal length of 

SRI treatment before 
enrollment in the study

Results

Li et al., 2005 72 Double-blind Risperidone vs Haloperidol 16 2 Risperidone: 1
Haloperidol: 2

2 Obsessions: Hal = Risp > Placebo
Compulsions: Hal = Risp = Placebo
Total YBOCS: Hal > Risp = Placebo

Maina et al., 2008 71 Single-blind Risperidone vs Olanzapine 50 8 Risperidone: 1-3
Olanzapine: 2.5-10

16 Risperidone = Olanzapine

Selvi et al., 2011 73 Single-blind Risperidone vs Aripiprazole 41 8 Risperidone: 3
Aripiprazole: 15

12 Risperidone > Aripiprazole

Shoja Shafti et al., 2015 74 Double-blind Aripiprazole vs Quetiapine 44 12 Aripiprazole: 10
Quetiapine: 300

12 Quetiapine > Aripiprazole

Hal: Haloperidol; Risp: Risperidone.
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for treatment-resistant OCD, focusing on efficacy and 
comparative effectiveness (where possible) of antip-
sychotics, in order to provide a guidance for clinicians 
on which antipsychotic (and at which dose) should be 
preferred in resistant OCD.
The currently available evidence suggests that antip-
sychotic augmentation of SRIs is an evidence-based 
treatment option for OCD patients not responding to 
at least 12 weeks at a medium-to-high SRI dose. 
Vulink and colleagues examined the efficacy of the 
combination of SRIs and antipsychotic from beginning 
of treatment in non-refractory OCD patients, support-
ing that the combination of quetiapine (300-450 mg) 
and citalopram (60 mg) was more effective than cit-
alopram alone in reducing OCD symptoms in treat-
ment-naive or medication-free OCD patients 77. In our 
opinion, however, given the adverse effect profile of 
long-term antipsychotic use and the lack of additional 
evidence of the efficacy of this combination ab initio, 
antipsychotic augmentation should be reserved for re-
sistant patients. The use of antipsychotics in mono-
therapy either in drug-naïve or resistant patients has 
never been studied under double-blind conditions. 
Clinicians should expect a response rate of approxi-
mately 50% in 4-to-6 weeks after antipsychotic addi-
tion, given that the choice of the right antipsychotic is 
restricted to aripiprazole, risperidone, and olanzapine. 
Our conclusions is supported by two positive double-
blind studies for aripiprazole (none negative), four for 
risperidone (none negative) and one for olanzapine 
(one negative study, but biased – see results). Halop-
eridol addition is also a viable option, particularly in pa-
tients with comorbid tic disorders. Whether resistant pa-
tients with comorbid tic disorders respond better to all 
antipsychotics is still to be determined, as meta-analytic 
studies support this conclusion (patients with tics: NNT 
2.3 vs patients without tics: NNT 5.9) but also say that 

results are biased by the inclusion of the haloperidol 
study results 43. Quetiapine should be regarded as non-
effective in OCD, given results of studies performed to 
date (no difference in response between quetiapine 
and placebo in four of the five double-blind studies).
Data emerging from comparative studies to guide clini-
cians in the choice between aripiprazole, olanzapine and 
risperidone are still preliminary and conclusions can’t be 
drawn; characteristics of patients (e.g. BMI at baseline) 
and side effects generally associated with each different 
antipsychotic may guide the practical choice. 
The characteristic feature of second-generation an-
tipsychotics is a combination of antagonism at the 
dopamine-D2 receptor and at the serotonin-5-HT2a 
receptor. Which receptor-binding, in addition to the 
serotonin reuptake inhibition induced by SSRIs, pri-
marily causes the therapeutic effects of antipsychotic 
augmentation in resistant OCD appears to be un-
clear at the present. Haloperidol and risperidone are 
characterized by a markedly more potent affinity to 
the D2-receptor than quetiapine and olanzapine  78. 
Because haloperidol and risperidone were superior 
to quetiapine and olanzapine in the meta-analytic 
calculations, it may be conjectured that the phar-
macological effects in OCD are primarily caused by 
the D2-receptor blockade of the antipsychotic  47. A 
recent metaregression analysis suggested that dif-
ferences in antipsychotic effectiveness could be due 
to differences in dopamine binding affinities, with in-
creasing D2 and D3 dopamine receptor binding af-
finities associated with greater effectiveness (greater 
YBOCS reduction and higher response rates) 49.
An alternative evidence-based strategy for resistant 
OCD is CBT addition to pharmacotherapy, when CBT 
is available 79. We could find only one acute study which 
directly compared pharmacological (risperidone) and 
psychological (intensive CBT) augmentation in adult 

Table III. Comparative efficacy of antipsychotic augmentation in treatment-resistant OCD.

Authors Study design Antipsychotics Sample (N) Trial duration (weeks) Dose (mg/die)
Minimal length of 

SRI treatment before 
enrollment in the study

Results

Li et al., 2005 72 Double-blind Risperidone vs Haloperidol 16 2 Risperidone: 1
Haloperidol: 2

2 Obsessions: Hal = Risp > Placebo
Compulsions: Hal = Risp = Placebo
Total YBOCS: Hal > Risp = Placebo

Maina et al., 2008 71 Single-blind Risperidone vs Olanzapine 50 8 Risperidone: 1-3
Olanzapine: 2.5-10

16 Risperidone = Olanzapine

Selvi et al., 2011 73 Single-blind Risperidone vs Aripiprazole 41 8 Risperidone: 3
Aripiprazole: 15

12 Risperidone > Aripiprazole

Shoja Shafti et al., 2015 74 Double-blind Aripiprazole vs Quetiapine 44 12 Aripiprazole: 10
Quetiapine: 300

12 Quetiapine > Aripiprazole

Hal: Haloperidol; Risp: Risperidone.
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patients with resistant OCD 65. This comparative study 
suggests that intensive CBT is more effective than ris-
peridone addition to SRIs: response rates were 80% 
and 23% at week  8, respectively; this randomized 
clinical study concluded that patients with OCD re-
ceiving SRIs who continue to have clinically significant 
symptoms should be offered CBT before antipsychot-
ics given its superior efficacy and less negative ad-
verse effect profile, although clinician should remem-
ber that intensive CBT was offered in that study (15 
exposure sessions, daily homework – at least 1 hour 
of self-directed exposures daily, and between-session 
telephone check-ins, at least 2 sessions outside the 
clinic to promote generalization to daily life) 65. Given 
the strength of the evidence for antipsychotic addition, 
we do suggest this option especially in patients who 
showed a partial but unsatisfactory response. 
Further research is still required concerning the op-
timal target dose of antipsychotic to be prescribed in 
resistant patients; the available evidence suggests to 
use the following doses: aripiprazole 10-15 mg/day, 
olanzapine 10  mg/day, risperidone 0.5-2  mg/day. 
Haloperidol proved effective at a mean final dose of 
6 mg/day, but with significant side effects; in clinical 
practice we advise to use it, e.g. when tic disorder 
is comorbid, at lower dosages, and augment up to 
6 mg/day if response is not evident at lower dosages.
Further research is also still required regarding the 
ideal duration of add-on treatment, its long tolerabil-

ity and the evaluation of predictors of response. The 
available evidence points to the need of maintaining 
antipsychotic addition over the long-term in order to 
prevent relapses. On the other hand, however, if such 
treatment is carried out over the long term, patients 
are exposed to the common and serious adverse ef-
fects associated with long-term antipsychotic adminis-
tration, especially metabolic ones: increased glucose, 
triglycerides, abdominal circumference, blood pres-
sure and decreased cholesterol HDL 80. Patients with 
OCD on antipsychotic treatment may be particularly 
at risk for metabolic syndrome and should be care-
fully monitored for metabolic abnormalities and cardio-
vascular complications: a recent study of our research 
group showed that metabolic syndrome was present 
in 21.2% of a sample of 104 OCD patients; metabol-
ic syndrome was associated with the duration of the 
exposure (lifetime) to antipsychotics 56. These results 
add strength to the indication of restricting the use of 
antipsychotic augmentation in resistant patients, when 
CBT is not available or feasible, or is ineffective. We 
strongly advice not using antipsychotic addition to 
SRIs in drug-naïve, never treated patient. 
Further investigations should also assess which 
SRIs are the most suitable for an antipsychotic aug-
mentation strategy. Moreover, additional work is re-
quired to understand the psychobiological mecha-
nisms underlying the efficacy of antipsychotic addi-
tion in resistant OCD.

Take home messages for psychiatric care
•	 Augmentation of SRIs with antipsychotics is an evidence-based strategy in resistant OCD

•	 The overall response rate to antipsychotic addition is around 50%

•	 Among atypical antipsychotics, risperidone and aripiprazole may be considered the most effective in resistant OCD

•	 Further studies are required on the optimal dose and the ideal duration of antipsychotic add-on treatment
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Abstract
Objectives: After the establishment of Mussolini’s dictatorship, Italian psychia-
try gave a significant contribution to the promotion of eugenics principles and 
of fascist racism.
Materials and Methods: In 1938 the Italian Society of Psychiatry (SIP), em-
bodied by its president Arturo Donaggio, signed the Manifesto of Racist Sci-
entists.
Results: This document provided scientific justification to the forthcoming Ital-
ian racial laws. During World War II patients admitted to psychiatric hospitals 
suffered from severe deprivations, which caused a 60-fold increased mortality 
as compared to the general population. However, Italian historiography and the 
SIP have for long failed to recognize and properly discuss these events.
Conclusions: The authors argue that,in order to prevent further misuse in the 
future, Italian psychiatry need to gain a full awareness of its history and take 
responsibilities for the crimes committed. This will allow to achieve a stronger 
professional integrity and to deal with future ethical challenges in a proper and 
informed way.

Key words: Fascism, eugenics, racial laws, psychiatry, World War II

Eugenics at the beginning of the 20th century 

At the beginning of the 20th century, the emergence of eugenics exerted 
a significant influence on science worldwide, especially the psychiatric 
field. The term was coined by Sir Francis Galton to describe a science 
dealing with the improvement of the “inborn qualities of a race” 1. Eugen-
ics aimed at preventing the inheritance of undesirable traits or, in its ex-
treme occurrence, at eliminating all individuals considered “unfit”. In the 
late 1920s – early 1930s, eugenics movements were well established in 
most Western countries, particularly in the US and the UK. The US was 
the first country to undertake sterilization programs for the purpose of 
limiting the reproductive rights of the mentally ill. Here, 18.552 individu-
als were compulsorily sterilized between 1907 and 1940 2. In the 1930s, 
forced sterilization programs were active in various European countries, 
including Switzerland, Denmark, Estonia, Sweden, and Finland. In Nazi 
Germany, the application of eugenic principles reached the most de-
structive forms. Nazi eugenics was influenced by the Swiss psychiatrist 
Ernst Rüdin (1874-1952). Racial hygiene (Rassenhygiene) policies in-
creasingly won favour and advocated the euthanasia of the so-called 
“life unworth of living” (Lebensunwertes Leben  3  4). The first German 
compulsory sterilization law was approved in 1933. Between 1934 and 
May 1945, 360.000 individuals were sterilized  5; 6.000 (1.7%) of them 
died during the operation. In 1939, the Aktion T4 programme was initi-
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ated in an effort to kill all individuals with incurably 
physical and mental illnesses. Before the programme 
was discontinued under the pressure of public opin-
ion and the Church, in 1941, 70.000 individuals were 
killed, including 5.000 children 5 6. However, the exter-
mination of patients continued in the so-called period 
of “wild euthanasia”. Deliberate killings by starvation 
and injections undertaken into psychiatric hospitals 
caused the death of other 100.000 people in 1941-
1945 7. Overall, the German euthanasia program led 
to the death of between 250.000 and 300.000 people 
with physical and mental illnesses 5.
In Italy, eugenics was adapted to the scientific, cul-
tural and institutional contexts and was strongly in-
fluenced by Lombroso’s theories 8. The participation 
of a substantial delegation to The First International 
Eugenics Congress, held in London in 1912, was a 
defining moment in the history of Italian eugenics 9. 
This event contributed to the organization and insti-
tutionalization of the eugenics movement and antici-
pated the constitution of the first Italian Committee 
of Eugenic Studies (Comitato Italiano per gli studi 
di Eugenica) (1913). Italian eugenics was opposed 
to sterilization and killings of people with incurable 
diseases. Nevertheless, it advocated the use of indi-
rect practices of social prophylaxis, including preven-
tion, education about eugenics, and segregation of 
dysgenic types. This was also the position of Italian 
psychiatry 10.

Fascism and Italian psychiatry

The first scientific society for Italian psychiatry, called 
Italian Phreniatric Society (Società Freniatrica Itali-
ana – SFI), was founded in 1873. This name reflect-
ed the efforts made by psychiatry to combine itself 
with organic medicine and neurology while taking 
distance from psychology. It was changed to Italian 
Society of Psychiatry (Società Italiana di Psichiatria 
– SIP) in 1932. In 1904 the first comprehensive law 
on mental health (law 14th February 1904, n. 36) was 
issued. It described the general principles regulat-
ing psychiatric care and established a bond between 
mental illness and “social dangerousness” 11.
Italian psychiatry and the conditions of mental hospitals 
and their patients were strongly affected by the estab-
lishment of the Fascist dictatorship. In October 1922 
Mussolini, who had formed the Fascist Party seven 
years before, led the March on Rome, which marked 
the beginning of the Fascist era. Invited by King Ema-
nuele III to form a new government, he became Prime 
Minister. In 1925 Mussolini declared himself dictator 

and remained to power until he was deposed in 1943.
During Fascism, important state interventions were 
implemented to centralize, reorganize and modernize 
social and health sectors; however, the psychiatric 
sector was excluded from this process 12. Although 13 
new were built, many hospitals remained located in 
poor-state buildings and the problem of the shortage 
of beds was not solved 12. The number of admissions 
to asylums increased by 30% in 15 years, growing 
from 60.000 in 1926 to 96.500 in 1941  13. Since at 
that time psychiatric, neurological and psycho-organ-
ic diseases were grouped together, patients admit-
ted suffered from a wide range of illnesses, encom-
passing mental disorders but also dementia, pella-
gra, epilepsy, tuberculosis, syphilis, alcoholism, and 
encephalitis 12. Moreover, the 1930 Penal Code had 
strengthened the concept of “social dangerousness”. 
This opened the doors of asylums to dissidents and 
political opponents. Over the 20-year period of Fas-
cisms, 475 antifascists were compulsorily admitted to 
mental hospitals (a significant number in the asylum 
of Aversa, near Caserta), often with the consent of 
their directors. 122 of them died during psychiatric 
internment 14.
During the 1920s and especially the 1930s, psychiatry 
progressively supported the fascist ideology. Enrico 
Morselli (1852-1929), president of the SIF from 1919 
to 1929, protected the society from political interfer-
ences 15. At the same time he adhered personally to 
the Fascist movement and was one of the signato-
ries of the Manifesto of Fascist Intellectuals (Mani-
festo degli Intellettuali del Fascismo). The Manifesto 
was edited during the Conference of Fascist Culture 
held in Bologna in 1925. It gathered the signatures of 
exponents of Italian culture and established the ide-
ological foundation of Fascism. However, the most 
prominent figure contributing to the promotion of Fas-
cism was Arturo Donaggio (1868-1942), chairman of 
neurology at the University of Bologna and President 
of the SIP from 1929 to 1942, who adhered to and 
fiercely promoted racist ideology. In the XIXth and 
the first part of the XXth century, racism was embed-
ded in psychiatric knowledge 16. In Western countries 
psychiatrists commonly maintained that black people 
were mentally degenerated because of their “sav-
age” state and of the primitive culture 16. The fascist 
imperialist campaign reinforced Italian racism, while 
the scientific community provided ideological justifi-
cation to it, although not in such extreme ways as in 
Germany  17. While opening the ceremonies of vari-
ous SIP Congresses held between 1930 and 1940, 
Donaggio manifested his praise to the regime and 



Italian psychiatry and Fascism: racial laws and life in psychiatric hospitals during world war II

E-bPC - 107

the colonial expansion in Ethiopia; furthermore, he 
exalted the Italian race and its superiority to black 
populations 18. 
Even more remarkable was the role played by the 
SIP, embodied by Donaggio, in supporting anti-Jews 
propaganda. Among European countries, Italian an-
ti-Semitism was probably the least deeply rooted 19. 
The Jews represented a small minority (little more 
than 0.1% of the total population) and were generally 
well integrated into society; anti-Semitics episodes 
existed but remained isolated events. In July 1938, 
Il Giornale d’Italia published the Manifesto of Rac-
ist Scientists (Manifesto degli scienziati razzisti) with 
the signatures of 10 scientists and scholars, including 
Donaggio. The Manifesto defined race as a biological 
concept and announced the existence of a pure “Ital-
ian race” of Aryan descent, from which the Jewish 
one was excluded. Despite lacking a strong scientific 
rationale, this document provided scientific justifica-
tion to Italian racism. It combined Italian anti-Semi-
tism, previously almost entirely political or ideological 
in its nature, with biological theories 20 and paved the 
way to the forthcoming intensive campaign of anti-
Semitism and to the enactment, between September 
and November 1938, of Italian racial laws. The SIP 
was the only scientific society to approve the Mani-
festo  15. For the Jews in Italy, racial laws resulted 
in discriminations and restrictions, in being banned 
from public life and, during the war, in being deported 
to concentration camps. According to the census of 
1938, 58.412 (48.032 Italian and 10.380 foreign) peo-
ple with at least one Jewish parent were resident in It-
aly 21. At the fall of Fascism, in 1943, this number had 
decreased to around 44.000 22. At least 6.000 Jews 
had emigrated. 6.806, including 612 children, were 
deported to concentration camps: only 837 people 
(121 children) survived. 733 other were arrested and, 
of them, 322 died  23. In 1939 racial laws were ex-
tended to Libya, which was the Italian colony with the 
greatest number of Jews. The Jewish population was 
21.000 in 1911 (when the country was conquered) 
and 30.387 in 1939 24. In Tripoli more than one third 
of the population were Jewish. After the beginning of 
the war Italians rigorously upheld the racial laws and 
adopted more radical policies against the Jews. After 
Cyrenaica was invaded by Britain and re-conquered 
by the Italian army in 1941, Italian authorities decided 
to punish Libyan Jews for the enthusiasm they had 
expressed with British occupiers. As a consequence, 
they started a campaign of deportations to concen-
tration camps throughout Libya, Tunis, Germany, Italy 
and Austria. Cyrenaican Jews were transferred to the 

concentration camp of Jado (235 km south of Tripoli), 
where 2.584 individuals were interned in 1942. In 
this camp, Italian officers did not spare any kind of 
abuse 24. Tripoli and Jado were liberated by Britain on 
January 1943, but the situation of the Jews continued 
to be dramatic. Pogroms took place under the British 
administration between 1945 and 1948. In 1951, after 
the establishment of the State of Israel, people were 
forced to leave en masse  25. By 1960s the Libyan 
Jewish community, which numbered 38.000 in 1948, 
had almost entirely disappeared 25.
It should not be for-
gotten, however, that 
a significant num-
ber of psychiatrists 
were oppressed by 
Fascism. Just to 
name two, Gustavo 
Modena, director 
of the psychiatric 
hospital of Ancona 
(1913-1938) and 
vice-president of the 
SIP when the racial 
laws were issued, 
was dismissed from 
his post because he 
was Jewish, while 
Luigi Scabia, direc-
tor of the asylum of 
Volterra (1900-1934), was persecuted and removed 
from his position because accused of being an anti-
fascist.

Psychiatric hospitals during World War II 
and the deportations of Jewish patients

After Italy entered the war in 1940, the situation of 
patients worsened dramatically and it became even 
more severe in 1942-3. The difficulties determined by 
the war and the scarcity of material and economic re-
sources impacted both on the general population and 
on the entire healthcare system. Mental hospitals 
were the mostly affected, as the psychiatric sector 
had from always been the least safeguarded and the 
most marginal one 26. People in psychiatric hospitals 
suffered from terrible hygienic conditions, lack of food 
and clothes, absence of heat, water, and electricity, 
shortage of medicines and doctors, and epidemics of 
diseases such as tuberculosis and typhoid fever[17]. 
Moreover, many asylums found themselves close to 
military targets (such as military bases, airports and 

Figure 1. 
Arturo Donaggio.
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railways) or to the front line. On 8th December 1943, 
28  people died in the psychiatric hospital of Anco-
na when bombs hit the building. In early July 1944, 
the asylum of Volterra found itself at the centre of 
combats that left 10 people dead and 40 injured. 
On 8th January 1944, 1200 bombs hit the asylum of 
San Lazzaro in Reggio Emilia: they killed 81 people 
and severely injured other 53. After the Allied inva-
sion of Sicily, instead, the asylum of Siracusa was 
occupied by troops and patients were transferred to 
unhygienic and utterly inadequate buildings 26. These 
factors caused a surge in the percentage of peo-
ple dying in mental hospital, from 6% in 1931-1940 
to 14% in 1942-45, while the annual mortality of the 
general population stood at around 15 per 1000 in 
1942-3 18 27. Mortality rates were greatest in 1942-43, 
especially in Southern Italy. They reached 20% in 
the asylum of Imola, 21% in that of Volterra, and up 
to 50% in the psychiatric hospitals of Siracusa and 
Palermo 26. These data indicate a 60-fold higher mor-
tality in psychiatric hospitals compared to the general 
population. Overall, about 300 persons (patients and 
staff) were victims of bombardments and other war 
activities, while 24.000 to 30.000, according to dif-
ferent reports, died due to the deprivations of war 19.
Other dramatic events concerned the deportations of 
psychiatric patients from Italian asylums towards Ger-
many and concentration camps in Eastern Europe. In 
accordance with law n. 1241 of 21th Aug 1939, per-
sons of German origin and resident in the district of 
Alto-Adige, and in small part in the province of Udine, 
were given the opportunity to acquire German nation-
ality and emigrate to Germany. On 26th May 1940, af-
ter having opted for German nationality, 240 patients 
of the psychiatric hospital of Pergine (Trento) and 
other 59 people were collected and transferred to the 
hospital of Zwiefalten. From the analysis of the avail-
able medical reports and other official documents, it 
emerged that the majority of patients were probably 
not able to make conscious and free choices regard-
ing the option; there is evidence, instead, that Italian 
authorities intervened substantially to send as much 
people as possible to Germany, in order to get rid 
of them 28 29. Some patients were later dislocated to 
other asylums. The majority of patients died in men-
tal hospitals due to deprivations and starvation. 
In October 1943, Germany created the Operational 
Zone of the Adriatic Littoral (Adriatishes Küstenland), 
which included the occupied territories in the North-
ern-Adriatic zone. Consequently, the persecution of 
the Jews present in this area turned to physical elimi-
nation. On 28th March 1944, the SS took 39 Jewish 

people away from the psychiatric hospital of Trieste 
and, according to their clinical records, brought them 
towards an “unknown destination”. This resulted to 
be the concentration camp of Auschwitz, where all 
patients, except for one, died 30. The same probably 
happened to the 5 Jews deported from the psychi-
atric hospital of San Clemente (6th  October 1944) 
and to the 6 deported from San Servolo (11th Octo-
ber 1944), in Venice, although in this case it was not 
possible to ascertain the destination with certainty 31. 
People from these hospitals included not only psy-
chiatric patients, but also political opponents and in-
dividuals who took shelter into the asylums to escape 
from persecutions. 

Bending the historical facts

For decades, Italian historiography did not appropri-
ately discuss the facts related to the support of the 
SIP to fascist racism and to the conditions of psychi-
atric hospitals during the war. Instead, the respon-
sibilities of Italian authorities and of the individuals 

Figure 2. 
The first number of the journal “The defence of the race” (La 
difesa della razza), edited by the fascist intellectual Telesio Inter-
landi. First published in August 1938, the journal aimed at pro-
moting racial ideology and anti-Semitism.
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implicated were mitigated. In general, not only fas-
cist propaganda during the war but later historians 
promoted the narrative “Italians are good people” 
(Italiani brava gente)  32 33. Consequently, there was 
a serious delay in reporting issues concerning Ital-
ian racism, anti-Semitism and the racial laws. These 
were considered mild as compared with those of 
Nazi Germany  17 32. The Italian population was por-
trayed as a victim of the Fascist regime and of the 
war, the responsibility for which was attributed to 
“bad Germans” 34. In truth, although the alliance with 
Nazi Germany exerted some influence, Italian racism 
was not something just imported from Germany  35. 
Italian authorities actively collaborated to the imple-
mentation of the “Final Solution” 17 35 that, as we have 
seen, involved people in psychiatric hospitals. The 
subject of the reaction of Italians to the racial laws 
has long been debated. For a long time it was argued 
that the majority of Italian people were more or less 
openly hostile to the anti-Jewish legislation and that 
anti-Semitism lacked any real consistency or popular 
tradition 36. Recent studies offer a more complex por-
tray that challenges this interpretation 37 38. The notes 
of the police demonstrate that no one segment of 
society manifested any public objection to the racial 
laws  37. After these were issued, there was a great 
public interest in the “Jewish question”, especially in 
those sectors of the economy where the presence of 
the Jews was most significant 37. This interest dimin-
ished only after living conditions began to deteriorate 
during the course of the war. Closer examinations of 
Italians reactions to anti-Semitic policies indicate that 
sympathy may have been expressed on an individual 
level; however, many social groups contributed ac-
tively to excluding Jews from public life 37.
Discussions regarding the psychiatric field started 
even later and they reached the general public with 
difficulty and exerted a lesser impact than informa-
tion on the Holocaust  39. In an effort to get back to 
normal, the SIP returned to the scientific issues it 
was working on before the war. The role the society 
played in promoting fascist ideology and racism and 
the adherence of Donaggio to the Manifesto of Racist 
Scientists were kept silent 18. Still today, Donaggio is 
often remembered just for his scientific contributions 
to neurology. It can be argued that during Fascism 
and the war, Italian psychiatry proved extremely neg-
ligent towards its patients. Although it is difficult to as-
certain individual responsibilities of psychiatrists, and 
despite there were doctors who were persecuted in 
first person and who refused to collaborate with the 
regime, the psychiatric sector proved guilty of leaving 

its patients exposed to war actions and repressions. 
At the same time psychiatric institutions were insuf-
ficient in the provision of care 18 30. In answering the 
question of whether there was an intentional effort to 
kill the mentally ill, Peloso  27 indicates a number of 
evidence that are against this hypothesis. First of all, 
Italian psychiatry and the eugenics movement never 
approved euthanasia of the incurably ill. Notwith-
standing, in agreement with Peloso 18 27 and Padovani 
and Bonfiglioli  40, we argue that the responsibilities 
are not diminished by the likely lack of intentionality. 
This applies to those implicated, whether by promot-
ing racism and anti-Semitism, by actively collaborat-
ing to oppressions and deportations, or by neglecting 
patients in need. 

Connecting to the present

The legacy of eugenic has not been eradicated. After 
World War II, forced sterilization remained a routine 
legal option for patients affected by mental disor-
ders in the US until 1978, in Sweden until 1982 and 
in Switzerland until 1992. In Italy, more than 6.000 
compulsory sterilizations were carried out between 
1985 and 1998; furthermore, the CGIL published the 
case of 107 women who were asked to present a 
certification of sterilization for an employment  41. At 
present, advances in genetic research have raised 
concerns that genetic information may be used for 
discriminatory purposes, for example by insurance 
companies and employers  2. At the same time, the 
use of asylums for political reasons did not end with 
the war. In 1945, hundreds of partisans were arrest-
ed and tried for crimes such as ruthless executions 
of suspected fascists and collaborators  13. In 1946 
the Italian justice minister, Palmiro Togliatti, issued 
a general amnesty in the name of “national recon-
ciliation”. Eight days later, 7.106 fascists, but only 153 
partisans, had been able to benefit from it. In 1955 it 
was estimated that, over the 10-year period after the 
end of the war, 2.474 partisans had been arrested 
and, of these, 1.007 condemned 13. To avoid heavy 
convictions, many left-wing attorneys advocated the 
recognition of insanity and the admission of partisans 
to psychiatric hospitals (many were then transferred 
to the asylum of Aversa). Due to repeated renewals 
of detention motivated by “social dangerousness”, 
these individuals spent years into asylums (three 
to five years on average, but up to more than ten in 
some cases) without suffering from any mental disor-
der, deprived of their rights and exposed to abuse 13.
Although aberrations such as those described above 
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do not depict the essence of psychiatry, they can not 
be dismissed as accidents nor be considered as bur-
ied in the past 42. Psychiatry has gone through pro-
found processes of change over the last decades. 
Mentally ill patients, however, continue to represent 
a vulnerable portion of the population and issues re-
main around this science. The mainstream model of 
contemporary psychiatry to explain the aetiology of 
mental disorders is the biopsychosocial model  43 44. 
Mental illnesses have a multi-factorial aetiology, with 
no factor taken singularly exerting a linear causal-
ity. As a consequence, the definition of psychiatric 
disorders depends largely on the values and cultural 
norms of a society 45, which in turn may expose psy-
chiatry to political and ideological attentions and to 
different forms of abuse 42. 
All over the world, human rights of people with men-
tal disorders and psychosocial disabilities are vio-
lated  46 47. These individuals experience stigma and 
discrimination, are vulnerable to violence and abuse, 
and often lack access to adequate treatment and 
care. Furthermore, they achieve poorer educational 
and occupational outcomes and are prevented from 
participating fully in society 48. Up to this year, the Ital-
ian forensic system was based on six forensic mental 
hospitals (Ospedali Psichiatrici Giudiziari  – OPGs). 
These were located in obsolete facilities with heavy 
use of custodial staff and the quality of healthcare 
was seriously unsatisfactory  49. For this reasons, in 
2006 the Council of Europe issued a warning for vio-
lation of human rights. Furthermore, it is possible that 
such facilities were used to protect criminals who did 

not have any mental disorder. On 17th February 2012 
a new law (9/2012) was passed that established the 
closure of OPGs and the creation of new facilities in 
order to provide adequate care to socially danger-
ous individuals. However, criticism has been raised 
about the suitability of such facilities to achieve this 
aim 49. Finally, high levels of psychiatric morbidity are 
reported in people detained in prisons in many coun-
tries, yet many prisoners are not provided proper, if 
any, treatment 50 51. 
To conclude we argue that, far from consigning it to 
oblivion, we need to acknowledge our past and main-
tain a full awareness of our history. This represents 
a fundamental step in the process of gaining a full 
historical awareness and of taking responsibilities for 
the crimes that were committed. Furthermore, such 
move needs to be accomplished not only by psychia-
trists as single individuals, but also by the association 
of Italian psychiatry. In fact, historical awareness is 
the essential element that makes reconciliation pos-
sible: first, it is a mean for reinstating human dignity 
at the heart of psychiatric practices; second, it allows 
psychiatrists to reconcile with the history of their pro-
fession and strengthen their professional integrity. 
There are factors suggesting that psychiatry may be 
still at risk for misuse in the future. However, what 
happened during the Fascist era and World War  II 
owns a historical value. It may guide us in dealing 
with current ethical issues, such as prenatal diagno-
sis, genetic research and testing, and physician-as-
sisted suicide. In this sense, what we learn from the 
past can guide us in dealing with future challenges.

Take home messages for psychiatric care
•	 Italian Psychiatry has had  an active role during fascism supporting racial lows

•	 Patients admitted to psychiatric hospitals suffered from severe deprivations, which caused a 60-fold increased 
mortality

•	 The SIP has failed to recognize and properly discuss these events

•	 It is never to late to take a pardon

•	 Knowledge of the own history and cautious actualization is the an essential part  of ethical approaches in a modern 
Psychiatry
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