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Abstract The tradit ional view of schizophrenia as a disabling and irremediably progressive 
disease is being reconsidered because of the evidences arising from long-term follow-up 
studies. On the other hand, recent advances of therapies have yielded significant functional 
improvements for some patients. Together, these facts are serving to raise treatment prospects, 
placing the focus on functional recovery. Although the availability of a valid set of consensus 
remission criteria has been an important step toward the definit ion of therapeutic objectives 
and the conceptualization of recovery, remission and recovery st ill are rare concepts in the 
sett ing of routine clinical practice. The present art icle includes a brief review of these concepts, 
and presents the results from two observational European studies that provide empirical data 
about the actual situation of ambulatory patients with schizophrenia in terms of symptomatic 
remission, and that help in advancing the conceptualization of recovery, contributing to the 
development of clinical and research definit ional criteria. Such results indicate that remission of 
symptoms constitutes a realist ic therapeutic goal in a number of patients, with a considerable 
temporal stability; on the other hand, recovery definit ions should include functional and 
subjective dimensions. In conclusion, remission is a tenable and clinically valid concept, with 
a significant contribution to functional improvement. Meanwhile, the recovery construct st ill 
requires substantial development.
© 2010 SEP and SEPB. Published by Elsevier España, S.L. All rights reserved.



54 A. Ciudad et  al

Introduction

The concepts of  remission and recovery,  understood 
as the disappearance of manifestat ions of the disease 
and the socio-vocat ional rehabilitat ion of pat ients, have 
t radit ionally been used in non-psychiat ric chronic diseases 
to define t reatment  goals. In the psychiat ry f ield, the 
successful applicat ion of these concepts in the t reatment  
of mood and anxiety disorders has represented a qualitat ive 
leap in terms of their clinical management , and has 
also encouraged its applicat ion in the area of psychot ic 
disorders.

Although the nature and course of psychot ic disorders in 
general, and schizophrenia in part icular, dif fer from those 
of affect ive disorders, there has been substant ial progress 
in the last  decade, both in establishing the validity of the 
concept  of symptomat ic remission and in the development  
of a conceptual framework on the funct ional recovery of 
pat ients with schizophrenia. If  the development  of new 
drugs and modalit ies of psychosocial services is added 
to this, we can understand the at t itude of therapeut ic 
opt imism and the most  ambit ious at t itude in reaching the 
goals of t reatment  in recent  years. This, of course, has 
at t racted great  interest , not  only in clinical and research 
f ields, but  has t ranscended to all pat ients and their 
families, and beyond, including the health administ rat ion 
that  regulates and plans care provision, promot ing the 
development  of intervent ions and models oriented towards 
rehabilitat ion, and to the social and vocat ional reintegrat ion 
of these pat ients.

In Europe, the ESFERA (epidemiological study to assess 
the remission of symptoms and social and vocat ional 

funct ioning in outpat ients with schizophrenia) and SOHO 
(Schizophrenia Outpat ients Health Outcomes) studies were 
performed under this conceptual framework, invest igat ing 
clinical outcomes of involved pat ients over 1 and 3 years, 
respect ively. The authors expose their thoughts about  
how the concepts of remission and recovery concern 
the definit ion of therapeut ic goals of schizophrenia, and 
provide an example on how they were adapted and what  
results were obtained in the two aforesaid studies1-4,  in 
which design they part icipated. Because these studies 
provide complementary informat ion, this paper features a 
j oint  comment  of their results, which was not  achievable 
in their separate publicat ions.

Historical perspective

Despite it  was the same Kräpelin who f irst  documented 
spontaneous remissions in some pat ients, his seminal 
descript ion of schizophrenia was that  of a chronic and 
certainly progressive disease for most  of pat ients5.  Although 
the posterior def init ion of the schizophrenia const ruct  
advocated by Eugene Bleuler6,7 was done from a dynamic 
perspect ive, and even before the advent  of ant ipsychot ic 
drugs, the hypothesis of the heterogeneity of the course 
of this disease had already been defended, such init ial 
concept ion dominated the nosology of schizophrenia unt il 
the last  third of the preceding century8.  It  had important  
pract ical consequences,  including the resignat ion of 
clinicians, pat ients and families who faced inevitable 
mental and social deteriorat ion, severe st igma, and lack of 
ambit ion in the definit ion of therapeut ic goals.

PALABRAS CLAVE
Esquizofrenia; 
Recuperación 
funcional; 
Revisión; 
Invest igación empírica

Resultados clínicos relevantes en esquizofrenia: remisión y recuperación

Resumen La concepción de la esquizofrenia como una enfermedad incapacitante e in-
defect iblemente progresiva está en proceso de revisión gracias a las evidencias acumu-
ladas en estudios de seguimiento a largo plazo. Los avances en el t ratamiento, por ot ro 
lado, permiten mej orías funcionales cont rastadas en algunos pacientes. Todo ello está 
provocando un aumento de las expectat ivas terapéut icas, orientadas hacia la recupe-
ración funcional. Aunque la formulación de unos criterios de remisión consensuados y 
válidos ha sido un paso importante en la definición de los obj et ivos del t ratamiento y en 
la conceptualización de la recuperación, los conceptos de remisión y recuperación aún 
se ut il izan poco en el contexto de la práct ica clínica habitual.

En el presente art ículo se incluye una revisión breve de estos conceptos, y se presentan 
los resultados de dos estudios observacionales europeos que aportan datos empíricos que 
permiten conocer cuál es la situación real de los pacientes ambulatorios con esquizofre-
nia en términos de remisión sintomát ica y, adicionalmente, avanzar en la conceptuali-
zación de la recuperación, lo que cont ribuye al desarrollo de unos criterios de definición 
clínicos y de invest igación. Según estos resultados, la remisión de síntomas es un obj et ivo 
terapéut ico realista en un número significat ivo de pacientes y presenta una estabilidad 
considerable en el t iempo; por su parte, las definiciones de recuperación deben incluir 
aspectos funcionales y subj et ivos. En conclusión, la remisión es un concepto viable y 
clínicamente válido, y que favorece notablemente la mej oría funcional; mient ras, el 
concepto de recuperación aún está en proceso de definición.
© 2010 SEP y SEPB. Publicado por Elsevier España, S.L. Todos los derechos reservados.
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Several prospect ive epidemiological long-term studies 
carried out  during the past  decades showed, however, that  
symptomat ic and social recovery is possible in a substant ial 
proport ion of pat ients after several decades of their 
init ial hospitalizat ion9-15;  even if  these results should be 
interpreted taking into account  the limitat ions, result ing 
from the heterogeneity of these invest igat ions as to the 
populat ions studied and the criteria used to define their 
outcomes. More recent ly, the malleabilit y of the course 
of schizophrenia was ref lected in the three-phase model 
of the t reatment  guidelines of the American Psychiat ric 

Associat ion (APA), which provides the t ransit ion of pat ients 
between acute and stable phases, with periods of complete 
or part ial remission16.

Therapeut ic expectat ions have been reinforced with the 
arrival of second generat ion ant ipsychot ics and widespread 
int roduct ion of  psychosocial intervent ions. Therefore, 
sustained remission of symptoms is the start ing point  for 
achieving funct ional improvement 17.  Thus, we are faced 
with a  paradigm implying a hierarchy of three therapeut ic 
outcomes18:  the response,  def ined as symptom cont rol and 
relapse prevent ion; remission,  characterized by f lagrant  
and sustained disappearance of signs and symptoms; and 
recovery,  an outcome assert ing social and funct ional 
autonomy of pat ients.

The concepts of remission and recovery  
in schizophrenia

Background: criteria for remission in mood  
and anxiety disorders

As in definit ions used in non-psychiat ric diseases, where a 
“ not  measurable”  residual state of the disease may allow 
the pat ient ’s funct ional recovery, remission in affect ive 
disorders was conceptualized not  as the total absence of 
depressive symptoms, but  as the presence of symptoms of 
minimum intensity capable of producing, at  the most , a 
mild funct ional interference19.  These criteria for remission 
were proved valid in subsequent  prospect ive studies, 
demonst rat ing their relevance compared to the classical 
concepts of clinical response and stabilit y, and their 
value to establish a prognosis20-22.  This success led to the 
implementat ion of similar approaches for anguish disorder, 
generalized anxiety disorder and eat ing disorders.

Development of criteria for remission  
in schizophrenia

The enhancement  of therapeut ic expectat ions coupled to 
the relevant  role that  has been given to remission to define 
therapeut ic goals in psychiat ry, t riggered the development  
of a standardized definit ion of remission for schizophrenia. 
With this purpose, the Remission in Schizophrenia Working 
Group was convened in 2003, whose act ivit ies culminated 
in the publicat ion of a set  of operat ional criteria based 
on dist inct  thresholds for symptom severity for reaching 
and maintaining improvement  over t ime23.  Addit ionally, 
this definit ion incorporated an innovat ive postulate that  
permits a dimensional approach to the clinical evaluat ion of 

the disease, proposing clusters of symptoms, in cont rast  to 
the categorical approach, st il l in force, in the classif icat ion 
made by the Diagnost ic and Stat ist ical Manual of Mental 
Disorders (DSM) that  entails instead the classif icat ion of 
pat ients. The three dimensions considered are: negat ive, 
execut ive-disorganized,  and psychot ic,  represent ing 
related but  dist inguishable components in the clinical 
presentat ion of schizophrenia; they include diagnost ic 
criteria, emphasizing the cent ral role of negat ive, affect ive 
and cognit ive symptoms. Current ly, the lat ter issue is one 
of the novelt ies in the f ield of schizophrenia, because of 
the preponderance t radit ionally granted to the psychot ic 
symptoms as of the kraepelinian const ruct  of dement ia 
praecox24.  By placing them into a set  of dimensions, 
the at tainment  of good therapeut ic outcomes becomes 
possible without  the need for qualitat ive shif ts on pat ients’  
condit ion25,  establishing a parallel to the concept  of 
remission in affect ive disorders respect ive to the symptom 
cont inuum with normal life experience.

The proposed criteria for remission allow the use of any 
of the frequent ly used scales for assessing schizophrenia 
symptoms: the Scales for the Assessment  of Posit ive 
Symptoms (SAPS) and negat ive symptoms (SANS), the 
Posit ive and Negat ive Syndrome Scale (PANSS), or the 
Brief Psychiat ric Rat ing Scale (BPRS). A select ion of items 
in any of the three opt ions ref lects the three dimensions 
before ment ioned, as well as the f ive diagnost ic criteria 
included in DSM-IV (Table 1). As the remission involves 
an independent  cont ribut ion of the three dimensions, 
the criteria require the score to be mild or inferior  (≤3 
in the case of PANSS or BPRS or ≤2 in the case of SAPS-
SANS) in all items selected simultaneously. In addit ion, 
it  is required that  this minimum level of symptoms is 
maintained for at  least  six months to achieve remission23.

The formulat ion of the criteria for remission has been  
ext remely important  because it  is actually the f irst  
formal, standardized definit ion of a therapeut ic target  
on schizophrenia. Its publicat ion was a shock for clinical 
research, in such a way that  very recent  studies have 
revealed  that  this operat ional def init ion of remission is 
a more rigorous measurement  than clinical stabilit y26-30,  
which is associated with signif icant  funct ional31-33 and 
cognit ive34 improvements, and has good predict ive validity 
on psychopatology35.

The successful validat ion of these criteria for remission 
has incent ivized the incorporat ion of this concept  to long-
term therapeut ic targets on schizophrenia. The remission 
is an ambit ious but  realist ic goal, and may help monitor 
the progress of the therapeut ic process which, in turn, has 
posit ive effects on pat ients, their families and clinicians36.  
However, these criteria are limited to three dimensions of 
psychopathology (negat ive, disorganizat ion and posit ive), 
and do not  consider other components of the disease that  
are crucial for an adequate psychosocial funct ioning18.

Conceptual development of recovery criteria  
in schizophrenia

Analogous with the two-phase outcome model in mood 
and anxiety disorders, the definit ion of remission excludes 
funct ional and cognit ive outcomes, whereas remission is 
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Figure 1 Complex relat ionships between symptoms, cognit ion and funct ionality in schizophrenia. The development  of the reco-
very concept  will be possible with the evolving appreciat ion for the relat ionship between cognit ive and psychosocial dysfunct ions 
and the core symptoms of the disease. Our current  knowledge about  the long-term outcomes of therapeut ic intervent ions on the-
se dysfunct ions and their relat ionship with the changes of pat terns and severity of symptoms is limited. Both, the relat ionship of 
psychot ic (episodic) with negat ive (cont inuous) symptoms, as well as their repercussion on pat ient ’s funct ioning have to be unco-
vered. On the other hand, the personal subj ect ive elements, related to poorly defined mental condit ions, such as hope, empower-
ment  or respect , also have a relevant  role in these relat ionships, but  several important  issues, including whether they are premises 
or consequences of recovery, and how to best  achieve them in each part icular individual, remain elusive.

the basis for achieving funct ional and cognit ive outcomes. 
This principle is current ly guiding the development  of the 
concept  of recovery.

Available studies in the literature provide data on the 
st il l l imited knowledge of long-term course of funct ional 
and psychosocial outcomes in pat ients with schizophrenia, 
and its relat ion to changes in the pat terns and severity 
of symptoms17,37 (see Figure 1 and the accompanying 
explanatory text ).

Epidemiological studies,  already ment ioned,  used 
convergent  def init ions of recovery at  a suitable funct ional 
or regulatory level, along with other more variable aspects 
such as social relat ions or independence38.  However, they 
all fail to suff icient ly address the abilit y of pat ients to 
meet  the challenges of daily life18,39.  We know today that  
this capabilit y has determining internal (mood symptoms, 
cognit ive deficits) and external (social and vocat ional 
reintegrat ion resources,  et c.) factors t hat  must  be 
considered and incorporated in recovery definit ions40.

A proper t ranslat ion of the const ruct  of recovery in a 
measurable clinical concept , suitable for research is st il l 
missing37,39.  The funct ional outcome measures current ly 
available do not  cover all relevant  domains and their 
psychomet ric propert ies are not  demonst rated41,  so it  is 
necessary to develop new measures focusing on easily 
observable behaviors, with adequate psychomet ric validity, 
covering the whole spect rum of relevant  domains, and that  
are sensit ive to the funct ional impairment  of pat ients with 
schizophrenia (and to their const raints ment ioned above)41.  
Moreover, due to the biographical and subj ect ive impact  of 
schizophrenia, and to the inf luence that  cognit ive changes 
may have on pat ients’  subj ect ive experience, it  is also 
necessary that  such measures capture the inf luence of 
subj ect ive phenomenological elements of the funct ional 
outcomes42.

Remission and recovery in SOHO and ESFERA 
studies

Design and Definitions

SOHO and ESFERA studies,  funded by Lil ly Research 
Laboratories, were designed to observat ionally evaluate 
clinical outcomes in outpat ients with schizophrenia and to 
link them with socio-demographic and clinical variables. 
Unlike the ESFERA study, the original SOHO protocol did not  
contemplate the assessment  of remission and recovery, but  
because of the complementarit ies of their designs (Table 2) 
and provided the opportunity to evaluate the performance 
of  pat ients t reated in cl inical pract ice,  operat ional 
def init ions of data were proposed and implemented, a 

post eriori,  to obtain empirical results for the evaluat ion of 
these concepts. The implementat ion of previously agreed 
remission criteria and definit ions of recovery used, were 
adapted to the design features and inst ruments used in 
each study (Table 2). Thus, the Clinical Global Impression 
Scale for Schizophrenia (CGI-SCH), successfully validated 
against  the formulat ion of the criteria for remission based 
on PANSS43 was used instead of the lat ter in the SOHO 
study; and in the ESFERA study, given the t ransverse 
nature of it s f irst  part ,  the minimum period of six months 
(temporary component ) of the criteria for remission was 
not  considered. Moreover, due to the long follow-up of the 
SOHO study (3 years), a thorough and st rict  def init ion of 
recovery was drawn up, t rying to ref lect  the ingredients 
ment ioned in the previous sect ion (remission and adequate 
funct ioning, together with the ambit ious goal of  an 
appropriate quality of life18;  see Table 2). In the ESFERA 
study, a holist ic approach was applied to define recovery as 
the opt imal level of psychosocial funct ioning on the basis of 
remission of symptoms. We used a cutoff  >80 points on the 

Positive symptoms 

(episodic)

Cognitive dysfunction 

(continuous)

Functioning

Relationship?

Impact?

Subjectivity

Negative symptoms 

(continuous)
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Global Assessment  of Funct ioning (GAF, Table 2), following 
the recent ly proposed not ion of funct ional remission based 
on achieving minimum levels in a combinat ion of mult iple 
funct ional domains44.

Remission results

In the SOHO study3,  of the 6,516 pat ients evaluated, more 
than one third met  the criteria for remission during the f irst  
year, an indicator that  doubled during the three follow-up 
years (Table 2). The factors associated with remission in the 
regression analysis are presented in Table 3, highlight ing 
that   pat ients more likely to achieve remission were those  
not  previously exposed to ant ipsychot ics,  those with bet ter 
social funct ioning (stable partner, paid employment  and 
social contacts), and those who were prescribed olanzapine 
at  baseline or during follow-up (Table 5).

At  baseline assessment  of the ESFERA study2,  452 of 
1,010 pat ients (44.8%) met  the gravity component  of the 
remission criteria at  baseline. After a year, almost  90% of 
these pat ients cont inued to fulf il l the remission criteria 
(Table 2). Among the associated factors, in addit ion to 
those already known as the best  premorbid adj ustment  and 
good at t itude toward medicat ion, stands out  the posit ive 
inf luence of improvement  in depressive symptoms and 
social cognit ion during the monitoring year (Table 3).

Recovery results

In the SOHO study4,  4.0% of 6,642 evaluated pat ients met  
the recovery criteria previously defined, this proport ion 
being more than two-fold greater (10%) among pat ients 
who were never t reated with ant ipsychot ics before their 
inclusion (Table 2). According to the regression analysis, 
those pat ients with init ial good funct ioning (good socio-
labor, living independent ly) were more likely to meet  
criteria for recovery during the study. The probabilit y of 
recovery was also greater in pat ients with good adherence 
to t reatment  (Table 4) and those prescribed olanzapine, 
clozapine or amisulpiride (Table 5).

In the ESFERA study1,  among the 1,010 evaluated pat ients 
in the cross-sect ional study, 10.2% met  recovery criteria 
(22.8% within the subgroup in remission), increasing the 
proport ion at  the end of the study to 27.1% (Table 2). 
In addit ion to other known factors of good prognosis as 
premorbid adj ustment ,  shorter durat ion of  unt reated 
psychosis, or good at t itude towards medicat ion (Table 4), 
improvement  of depressive symptoms and social cognit ion 
during follow-up, were associated with higher probabilit y 
of recovery at  the end of the study.

Discussion

From the results obtained in these studies, it  is of great  
interest  that  in the ESFERA study  almost  half  of a random 
sample of ambulatory pat ients with schizophrenia met  
criteria for remission. On the other hand, the proport ion 
was lower (possibly due to the incorporat ion of the 

temporary component  to the criteria) in the SOHO study 
during the f irst  year, but  at  the end of the 3-year follow-up, 
2 out  of 3 pat ients had reached remission criteria. Together, 
these results show that  remission is a realist ic outcome in 
the set t ing of the usual clinical pract ice in Europe. The 
maintenance of remission criteria in the ESFERA study in 
9 out  of 10 pat ients after one year also indicates that  
remission is a clinical outcome with considerable stabilit y, 
an aspect  of the utmost  importance to support  the 
funct ional improvement  of pat ients.

Consistent  with recent  research, the data presented 
support  the idea that  operat ionalizat ion of the remission 
achieved for the criteria reached through consensus, is 
a clinically valid const ruct  and more relevant  than the 
subj ect ive and heterogeneous assessments on clinical 
stabilit y26-35.  In fact , remission was associated with fewer 
psychot ic and affect ive symptoms and to a smaller number 
of bad prognosis factors.

It  is of great  interest  to support  these two postulates 
(feasibilit y and clinical validity), since they were proposed 
at  the t ime when the remission criteria were being 
formulated23.  Also, and according to these authors, our 
data reinforce the idea of a two-phase, non-exclusive, 
model of t reatment  outcomes in schizophrenia (remission 
followed by recovery), in which funct ional gain might  be 
obtained through sustained remission of symptoms, and 
that  inspired the definit ions employed in the ESFERA and 
SOHO studies.

On the other hand, the proport ion of pat ients who met  the 
recovery criteria was signif icant ly lower in the two studies, 
especially in the SOHO study. This paper int roduced a very 
st rict  def init ion of recovery as it  simultaneously required 
the compliance with the requirements of funct ionality, 
sociabilit y and a subj ect ive posit ive impact  measured in 
terms of quality of life maintained over a period of two 
years. Addit ionally, most  pat ients included in SOHO had 
their ant ipsychot ic t reatment  modif ied at  baseline, whilst  
pat ients had to be clinically stable by the t ime of their 
inclusion in the ESFERA study. A posit ive side, however, is 
that , according to ESFERA data, the recovery rat io more 
than doubled among pat ients who were in remission, 
compared to the total sample, and was even increased 
among those who maintained the remission through  the 
f inal 1-year  follow-up. The remission of symptoms alone 
is not  a guarantee of a good psychosocial funct ioning 
or of improvement  of quality of life of pat ients with 
schizophrenia45,  but  maintained remission could allow 
clinical improvement  to t ranslate into signif icant  changes 
in psychosocial funct ioning and quality of life46.

The associat ion observed between good adherence to 
t reatment  and favorable t reatment  outcomes is already 
widely known. Addit ionally, in the SOHO study, the choice 
of ant ipsychot ic t reatment  has been shown to have a 
signif icant  and independent  role in achieving recovery. In 
addit ion, dif ferences between t reatments indicate that  
individualizat ion and appropriate adj ustment  of the drugs 
used, with the prospect  of long-term favorable results, is a 
crit ical aspect  beyond ensuring clinical stabilit y.

The signif icant  relat ionship bet ween depressive 
symptoms and funct ioning observed in the ESFERA study 
is a relevant  issue, even though our current  knowledge 
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about  the relat ionship between depressive symptoms, 
remission of  the core symptoms of  schizophrenia and 
funct ioning of  pat ients is st il l  insuf f icient .  However,  the 
f inding of  the existence of  an independent  inf luence on 
the af fect ive aspects of  recovery (as a process) on long-
term success, however,  is relevant .   The recognit ion of 
the importance of  depressive symptoms on the remission 
is very recent 47.  In this regard, it  should be considered 
that  the improvement  of  the autonomy of  these pat ients 
may encounter a complex realit y that  t ranscends them. 
The addit ional gain of  personal competence might  avoid 
the despair and f rust rat ion that  could lead to a badly-
ordered process1.

The relat ionship observed in the ESFERA study between 
the deficits in social cognit ion and funct ioning of pat ients 
is also interest ing. The availabilit y of social skills direct ly 
affects the act ive involvement  of pat ients in their t reatment  
process, and in the efforts to maintain healthy lifestyles and 
promot ing social relat ions1.  Part icularly in the SOHO study, 
the pat ients who had previous bet ter social funct ioning 
were more likely to achieve remission during follow-up; 
the ascertainment  of an associat ion in this respect  serves 
to underline the desirabilit y of including the idea of the 
process in the conceptualizat ion of the recovery, where the 
interact ion of obj ect ive and subj ect ive aspects is relevant  
to determine the results46.  This associat ion is consistent  
with the principle of protect ion of social networks48,  by 
which the integrat ion is not  j ust  a good result ,  but  a 
guarantee of the achievement  of autonomy as a f inal goal, 
j ust  as the growing recognit ion of the impact  that  social 
cognit ion deficits have on the funct ioning of pat ients with 
schizophrenia49.  Regardless of  symptomat ic remission, 

community psychiat ry may have a role to provide the 
required external condit ions for recovery. As previously 
stated, this two-phase model of t reatment  outcomes is 
not  exclusive, and some models regarded by rehabilitat ion 
services see recovery as feasible without  the premise of 
symptomat ic remission50,  but  such models are outside the 
scope of this brief review.

To summarize the cont ribut ion of these two studies, we 
can say that  the recovery in schizophrenia should include 
at  least  three dif ferent  areas: remission of symptoms, 
funct ional improvement ,  and subj ect ive response of 
pat ients. Remission is feasible and clinically relevant . On 
the other hand, funct ional achievements require further 
development  of certain skills, although the f inal outcome 
is inf luenced by other factors, both internal (depressive 
symptoms) and external (social-work environment ), which 
must  be taken into account  in the conceptualizat ion of 
recovery and t reatment  of pat ients.

Conclusion

Remission of  symptoms in schizophrenia is wel l 
conceptualized at  present ;  it  can be achieved in a 
signif icant  proport ion of pat ients, showing considerable 
stabilit y and great  clinical value.

Moreover, remission appears to be a maj or milestone in 
achieving bet ter funct ionality. Maintained remission may, 
by itself ,  increase the proport ion of pat ients who can 
achieve recovery.

The existence of clinical evidence and of specialized 
literature on the feasibilit y of recovery in a signif icant  

Table 5 Factors related to ant ipsychot ic medicat ion associated with remission and recovery in the study Schizophrenia  
Outpat ients Health Outcomes (SOHO) 

Dependent  variable Factor (drug/ drug groups) OR (IC 95%)a

Remission over 3-yr. follow-up Olanzapine 1
  Amisulpiride 0.73 (0.56 – 0.94)b 
  Clozapine 0.78 (0.65 – 0.95)b 
 Quet iapine 0.66 (0.56 – 0.77)b

 Risperidone 0.74 (0.66 – 0.83)b

 Polytherapy 0.64 (0.58 – 0.70)b

 Any depot  FGA  0.59 (0.51 – 0.69)b

 Any oral FGA 0.64 (0.55 – 0.74)b

    
Recovery over 3-yr. follow-up Olanzapine 1
 Amisulpiride 1.16 (0.51 – 2.65)
 Clozapine 0.43 (0.13 – 1.45)
 Quet iapine 0.20 (0.07 – 0.57)b

 Risperidone 0.56 (0.37 – 0.85)b

 Polytherapy 0.56 (0.36 – 0.88)b

 Any depot  FGA 0.30 (0.10 – 0.85)b

 Any oral FGA 0.44 (0.21 – 0.94)b

CI: confidence interval, FGA: f irst -generat ion ant ipsychot ics, OR: odds rat io, SOHO: Schizophrenia Outpat ients Health Outcomes.
 aThe measures of associat ion (odds rat ios, OR) were calculated using binary logist ic regression taking olanzapine as reference.  
An odds rat io <1 indicates a lower likelihood of remission or recovery with the concerned drug than with olanzapine.
 b Signif icant  associat ion.
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amount  of pat ients is in cont rast  with the poor development  
of the concept  of recovery  it self .  The inclusion of the 
concept  of recovery in invest igat ions such as SOHO and 
ESFERA studies, and in other recent  publicat ions, suggests 
that  only a small proport ion of pat ients may comply with 
the current ly proposed definit ions.

Remission of symptoms, funct ional improvement  and 
subj ect ive response of pat ients are categories to be 
included in the definit ions of recovery, as outcomes as well 
as indicators of progress towards achieving the autonomy 
of pat ients.

Conflicts of interest

Antonio Ciudad and Inmaculada Gilaberte are full-t ime 
employees of LillY SA.
Julio Bobes has received consult ing fees and honoraria 
from Ast raZeneca, Bristol-Myers-Otsuka, GlaxoSmithKline, 
Janssen-Cilag, Eli Lilly, Pf izer, Sanofi-Avent is and Schering-
Plough.
Enric Álvarez has received consult ing fees and honoraria 
f rom Eli Lil ly,  Bristol-Myers-Otsuka, Lündbeck, Pf izer, 
Sanofi-Avent is, Almirall and GlaxoSmithKline.
Luis San has received grant / research support , received 
honoraria and part icipated in speakers/ advisory boards 
from Ast raZeneca, Bristol-Myers-Squib, Eli Lilly, Pf izer, 
Janssen and Wyeth.

Acknowledgements

The authors acknowledge the cont ribut ion made by Jesus 
Villoria (medical editor, Medicxact , S.L.) for the preparat ion 
of this manuscript .

References

  1. Bobes J, Ciudad A, Alvarez E, San L, Polaviej a P, Gilaberte I.  
Recovery from schizophrenia: results from a 1-year follow-up 
observat ional study of pat ients in symptomat ic remission. 
Schizophr Res. 2009;115:58-66.

  2. Ciudad A, Alvarez E, Bobes J, San L, Polaviej a P, Gilaberte I.  
Remission in schizophrenia: results from a 1-year follow-up 
observat ional study. Schizophr Res. 2009;108:214-22.

  3. Haro JM, Novick D, Suarez D, Alonso J, Lépine JP, Ratclif fe M. 
Remission and relapse in the outpat ient  care of schizophrenia: 
three-year results from the Schizophrenia Outpat ient  Health 
Outcomes study. J Clin Psychopharmacol. 2006;26:571-8.

  4. Novick D, Haro JM, Suarez D, Vieta E, Naber D. Recovery in the 
outpat ient  set t ing: 36-month results from the Schizophrenia 
Outpat ients Health Outcomes (SOHO) study. Schizophr Res. 
2009;108:223-30.

  5. Barclay RM. [Dement ia praecox and paraphrenia]. Edinburgh: 
Livingston; 1919.

  6. Bellack L. Schizophrenia: a review of the syndrome. New York: 
Logos; 1958.

  7. Kline NS. Synopsis of Eugen Bleuler’s Dement ia praecox, or the 
group of schizophrenias. New York: Internat ional Universit ies 
Press; 1952.

  8. DSM-III:  Diagnost ic and Stat ist ical Manual of Mental Disorders. 
Washington, DC: American Psychiat ric Associat ion; 1980.

  9. Ciompi L. Catamnest ic long-term study on the course of life 
and aging of schizophrenics. Schizophr Bull.  1980;6:606-18.

10. Harding CM, Brooks GW, Ashikaga T, St rauss JS, Breier A. The 
Vermont  longitudinal study of persons with severe mental 
il lness, II:  Long-term outcome of subj ects who ret rospect ively 
met  DSM-III criteria for schizophrenia. Am J Psychiat ry. 
1987;144:727-35.

11. Harrison G, Hopper K, Craig T, Laska E, Siegel C, Wanderling J, 
et  al.  Recovery from psychot ic il lness: a 15- and 25-year 
internat ional follow-up study. Br J Psychiat ry. 2001;178: 
506-17.

12. Harrow M, Grossman LS, Jobe TH, Herbener ES. Do pat ients 
with schizophrenia ever show periods of recovery? A 15-year 
mult i-follow-up study. Schizophr Bull.  2005;31:723-34.

13. Huber G, Gross G, Schüt t ler R, Linz M. Longitudinal studies of 
schizophrenic pat ients. Schizophr Bull.  1980;6:592-605.

14. Ogawa K, Miya M, Watarai A, Nakazawa M, Yuasa S, Utena H. A 
long-term follow-up study of schizophrenia in Japan--with 
special reference to the course of social adj ustment . Br J 
Psychiat ry. 1987;151:758-65.

15. Robinson DG, Woerner MG, McMeniman M, Mendelowitz A, 
Bilder RM. Symptomat ic and funct ional recovery from a first  
episode of schizophrenia or schizoaffect ive disorder. Am J 
Psychiat ry. 2004;161:473-9.

16. Pract ice guideline for the t reatment  of pat ients with 
schizophrenia. American Psychiat ric Associat ion. Am J 
Psychiat ry. 1997;154:1-63.

17. Remington G, Foussias G, Agid O. Progress in defining opt imal 
t reatment  outcome in schizophrenia. CNS Drugs. 2010;24: 
9-20.

18. Leucht  S, Lasser R. The concepts of remission and recovery in 
schizophrenia. Pharmacopsychiat ry. 2006;39:161-70.

19. Frank E, Prien RF, Jarret t  RB, Keller MB, Kupfer DJ, Lavori PW, 
et  al.  Conceptualizat ion and rat ionale for consensus definit ions 
of terms in maj or depressive disorder. Remission, recovery, 
relapse, and recurrence. Arch Gen Psychiat ry. 1991;48:851-5.

20. Ferrier IN. Characterizing the ideal ant idepressant  therapy to 
achieve remission. J Clin Psychiat ry. 2001;62:10-5.

21. Nierenberg AA, Wright  EC. Evolut ion of remission as the new 
standard in the t reatment  of depression. J Clin Psychiat ry. 
1999;60:7-11.

22. Thase ME. Redefining ant idepressant  efficacy toward long-term 
recovery. J Clin Psychiat ry. 1999;60:15-9.

23. Andreasen NC, Carpenter WT, Kane JM, Lasser RA, Marder SR, 
Weinberger DR. Remission in schizophrenia: proposed criteria 
and rat ionale for consensus. Am J Psychiat ry. 2005;162:441-9.

24. Bousoño M, Grupo GEOPTE (Grupo Español para la Opt imización 
del Tratamiento en la Esquizofrena). La funcionalidad como 
obj et ivo en el t ratamiento de la esquizofrenia. Actas Esp 
Psiquiat r. 2002;30:312-25.

25. van Os J. Is there a cont inuum of psychot ic experiences in the 
general populat ion? Epidemiol Psichiat r Soc. 2003;12:242-52.

26. Docherty JP, Bossie CA, Lachaux B, Bouhours P, Zhu Y, Lasser R, 
et  al.  Pat ient -based and clinician-based support  for the 
remission criteria in schizophrenia. Int  Clin Psychopharmacol. 
2007;22:51-5.

27. Lasser RA, Bossie CA, Gharabawi GM, Kane JM. Remission in 
schizophrenia: Results from a 1-year study of long-act ing 
risperidone inj ect ion. Schizophr Res. 2005;77:215-27.

28. Leucht  S, Beit inger R, Kissling W. On the concept  of remission in 
schizophrenia. Psychopharmacology (Berl). 2007;194:453-61.

29. Malla A, Norman R, Schmitz N, Manchanda R, Bechard-Evans L, 
Takhar J, et  al.  Predictors of rate and t ime to remission in first -
episode psychosis: a two-year outcome study. Psychol Med. 
2006;36:649-58.



Clinical meaningful outcomes in schizophrenia: remission and recovery 65

30. Wunderink L, Nienhuis FJ, Sytema S, Wiersma D. Predict ive 
validity of proposed remission criteria in first -episode 
schizophrenic pat ients responding to ant ipsychot ics. Schizophr 
Bull.  2007;33:792-6.

31. De Hert  M, van Winkel R, Wampers M, Kane J, van Os J, 
Peuskens J. Remission criteria for schizophrenia: Evaluat ion in 
a large naturalist ic cohort . Schizophr Res. 2007;92:68-73.

32. Helldin L, Kane JM, Karilampi U, Norlander T, Archer T. 
Remission in prognosis of funct ional outcome: a new dimension 
in the t reatment  of pat ients with psychot ic disorders. Schizophr 
Res. 2007;93:160-8.

33. van Os J, Drukker M, à Campo J, Meij er J, Bak M, Delespaul P. 
Validat ion of remission criteria for schizophrenia. Am J 
Psychiat ry. 2006;163:2000-2.

34. Helldin L, Kane JM, Karilampi U, Norlander T, Archer T. 
Remission and cognit ive abilit y in a cohort  of pat ients with 
schizophrenia. J Psychiat r Res. 2006;40:738-45.

35. Opler MC, Yang LH, Caleo S, Albert i P. Stat ist ical validat ion of 
the criteria for symptom remission in schizophrenia: preliminary 
findings. BMC Psychiat ry. 2007;7:35.

36. van Os J, Burns T, Cavallaro R, Leucht  S, Peuskens J, Helldin L, 
et  al.  Standardized remission criteria in schizophrenia. Acta 
Psychiat r Scand. 2006;113:91-5.

37. Silverstein SM, Bellack AS. A scient ific agenda for the concept  
of recovery as it  applies to schizophrenia. Clin Psychol Rev. 
2008;28:1108-24.

38. Liberman RP, Kopelowicz A, Ventura J, Gutkind D. Operat ional 
criteria and factors related to recovery from schizophrenia. Int  
Rev Psychiat ry. 2002;14:256-72.

39. Bellack AS. Scient ific and consumer models of recovery in 
schizophrenia: concordance, cont rasts, and implicat ions. 
Schizophr Bull.  2006;32:432-42.

40. Jacobson N, Greenley D. What  is recovery? A conceptual model 
and explicat ion. Psychiat r Serv. 2001;52:482-5.

41. Kleinman L, Lieberman J, Dube S, Mohs R, Zhao Y, Kinon B, et  
al.  Development  and psychomet ric performance of the 
schizophrenia obj ect ive funct ioning inst rument : an interviewer 
administered measure of funct ion. Schizophr Res. 2009;107: 
275-85.

42. Bowie CR, Reichenberg A, Pat terson TL, Heaton RK, Harvey PD. 
Determinants of real-world funct ional performance in 
schizophrenia subj ects: correlat ions with cognit ion, funct ional 
capacity, and symptoms. Am J Psychiat ry. 2006;163:418-25.

43. Haro JM, Ochoa S, Gervin M, Mavreas V, Jones P. Assessment  of 
remission in schizophrenia with the CGI and CGI-SCH scales. 
Acta Psychiat r Scand. 2007;115:163-4; author reply 4.

44. Harvey PD, Bellack AS. Toward a terminology for funct ional 
recovery in schizophrenia: is funct ional remission a viable 
concept? Schizophr Bull.  2009;35:300-6.

45. Byst rit sky A, Liberman RP, Hwang S, Wallace CJ, Vapnik T, 
Maindment  K, et  al.  Social funct ioning and quality of life 
comparisons between obsessive-compulsive and schizophrenic 
disorders. Depress Anxiety. 2001;14:214-8.

46. Liberman RP, Kopelowicz A. Recovery from schizophrenia: a 
concept  in search of research. Psychiat r Serv. 2005;56: 
735-42.

47. Perkins DO, Gu H, Weiden PJ, McEvoy JP, Hamer RM, Lieberman 
JA. Predictors of t reatment  discont inuat ion and medicat ion 
nonadherence in pat ients recovering from a first  episode of 
schizophrenia, schizophreniform disorder, or schizoaffect ive 
disorder: a randomized, double-blind, flexible-dose, 
mult icenter study. J Clin Psychiat ry. 2008;69:106-13.

48. Auslander LA, Jeste DV. Sustained remission of schizophrenia 
among community-dwelling older outpat ients. Am J Psychiat ry. 
2004;161:1490-3.

49. Pij nenborg GH, Withaar FK, Evans JJ, van den Bosch RJ, 
Timmerman ME, Brouwer WH. The predict ive value of measures 
of social cognit ion for community funct ioning in schizophrenia: 
implicat ions for neuropsychological assessment . J Int  
Neuropsychol Soc. 2009;15:239-47.

50. Frese FJ, 3rd, Knight  EL, Saks E. Recovery from schizophrenia: 
with views of psychiat rists, psychologists, and others diagnosed 
with this disorder. Schizophr Bull.  2009;35:370-80.

51. Haro JM, Edgell ET, Jones PB, Alonso J, Gavart  S, Gregor KJ, et  
al.  The European Schizophrenia Outpat ient  Health Outcomes 
(SOHO) study: rat ionale, methods and recruitment . Acta 
Psychiat r Scand. 2003;107:222-32.

52. San L, Ciudad A, Alvarez E, Bobes J, Gilaberte I.  Symptomat ic 
remission and social/ vocat ional funct ioning in outpat ients with 
schizophrenia: prevalence and associat ions in a cross-sect ional 
study. Eur Psychiat ry. 2007;22:490-8.

53. Andreasen NC, Olsen S. Negat ive v posit ive schizophrenia. 
Definit ion and validat ion. Arch Gen Psychiat ry. 1982;39: 
789-94.

54. Andreasen NC. Negat ive symptoms in schizophrenia. Definit ion 
and reliabilit y. Arch Gen Psychiat ry. 1982;39:784-8.


