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Abstract: Background: Duration of untreated illness (DUI)—defined as the time period between the
onset of a mental disorder and its first adequate treatment—should influence patients” long-term
prognosis and outcome. In patients with obsessive-compulsive disorder (OCD), DUI lasts on average
from 87.5 up to 94.5 months, being significantly longer compared with data available from patients
affected by other severe mental disorders, such as schizophrenia and bipolar disorder. We carried out
a systematic review in order to assess the impact of DUI on long-term outcomes in OCD patients.
Methods: A systemic review has been implemented, searching from inception to April 2023; only
papers written in English were included. Results: Seventy-one articles were initially identified; only
eight papers were included in the review. The DUI ranged from 7.0 & 8.5 t0 20.9 £ 11.2 years. Patients
reporting a longer DUI have a poor long-term outcome in terms of lower level of treatment response
and greater symptom severity. Conclusions: The present review confirms that longer DUI has a
negative impact on the long-term outcome of patients with OCD. It should be useful to promote the
dissemination of early interventions with a specific focus on OCD symptoms.

Keywords: obsessive-compulsive disorder; duration of untreated illness; long-term outcomes;
prognosis; early intervention

1. Background

Obsessive—compulsive disorder (OCD) is a clinical condition characterized by the
presence of obsessions and compulsions, but its clinical onset and presentation can greatly
vary [1,2]. The lifetime prevalence is about 2.3% in the general population [3], with two
peaks of incidence at 11 and 23 years [4].

Duration of untreated illness (DUI) [5]—defined as the period between the onset of
a mental disorder and its first adequate treatment—has been investigated as a potential
modifiable risk factor for patients’ long-term outcomes. The relationship between DUI and
outcome was originally found in people affected by schizophrenia spectrum disorders [6-8].
Based on those studies, the paradigm of care of early detection and early interventions
for people with psychosis was initially developed [9]. Nowadays, the paradigm of early
interventions in psychiatry represents a relevant model of care for treating people with
severe mental disorders. In fact, the long-term trajectory of any mental disorder is influ-
enced by treatments provided in the first years following the onset of the disease [1,10,11].
Moreover, the conceptualization of mental disorders is shifting from a categorical approach
to a dimensional and transnosographic one [12-14], which further highlights the impor-
tance of the early detection of “any” signs or symptoms of mental distress, which could
evolve into a specific full-blown condition. In order to design and disseminate innovative
models of care for people suffering from mental disorders such as OCD, schizophrenia,
or affective disorders, it is necessary to have clear data on the possible negative impact of
DUI on long-term outcomes. However, the relationship between DUI in schizophrenia and
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outcome is far from being resolved, as recently pointed out by Moritz et al. [15], which
highlighted that data are controversial and its applicability to those who are considered
at risk remains elusive. To date, few studies have been focused on the impact of DUI on
long-term outcomes in people suffering from other mental disorders, including anxiety dis-
orders and obsessive—compulsive disorder (OCD) [16,17]. From the few available studies,
in patients with OCD, DUI lasts from 87.5 up to 94.5 months, on average, being significantly
longer compared with data available from patient population affected by other severe
mental disorders [18-20]. Longer DUIs can lead to brain structure alterations and have
been reported to cause cortical thinning in the right hemisphere [21], leading to reduced
responses to pharmacological treatment [17]. A reduction in the DUI may lead to better
treatment outcomes, resulting in earlier improvement in quality of life (QOL). To reduce
the DUI, earlier access to a psychiatrist for a patient must be facilitated and dropping out
of treatment must be prevented.

DUI usually represents 40-70% of global illness duration, especially when onset
occurs during childhood and/or adolescence and the first correct diagnosis and adequate
treatment occur in adulthood. Several factors contribute to longer DUI in OCD patients,
including the insidious onset of obsessive—compulsive symptoms, the delay in help-seeking
due to the misconception regarding the self-limiting course of obsessive symptomatology,
stigma [21], and the lack of dedicated mental health care services for early diagnosis in
OCD [18,22-26].

We carried out a systematic review of the available literature in order to clarify the
impact of DUI on the long-term outcome of people with OCD. Although patients and
clinicians often prioritize different outcomes for defining the concept of “remission”, for
the scope of the present study, “remission” has been defined as a Yale-Brown Obsessive—
Compulsive Scale (YBOCS) score of <12, which has been considered a good cut-off to
predict a clinical state where, if residual symptoms are present, they do not interfere with
everyday life [27].

2. Materials and Methods

A literature search on PubMed, APA PsycInfo, and Scopus databases has been per-
formed, entering the following keywords: “obsessive-compulsive disorder”, “OCD”, “du-
ration of untreated illness”, and “DUI”. The search method was conducted according to the
Preferred Reporting Items for Systematic Review and Meta-Analysis (PRISMA) statement,
as applicable [28]. The search was carried out from the earliest available date in each
respective database to April 2023, and only papers written in English were included. The
reference lists of included articles were screened for identifying additional relevant studies.

The following inclusion criteria were used: (1) studies reporting DUI in a sample of
adult OCD patients; (2) studies using rating scales for the assessment of severity of clinical
symptoms and levels of psychosocial functioning; (3) studies focused on DUI and its
impact on outcome in patients with OCD; (4) studies containing data on the differences in
treatment response measured by standardized rating scales between patients with different
DUI as primary outcome. If the study sample is composed of people affected by more than
one comorbid psychiatric disorder, OCD had to be the primary diagnosis, defined as the
disorder causing the most significant distress and alteration of functioning, representing
the primary reason to seek treatment. Articles have been screened, selected, and extracted
by two authors (FP and SC); two other authors (GS and MF) checked the accuracy of the
extracted data. Two authors (AF and FC) independently assessed the quality and the risk of
bias in the non-randomized studies of interventions (NRSIs) included in the review using
the ROBINS-I tool (Risk of Bias in Non-randomized Studies of Interventions) [29], which
includes three main domains for bias evaluation: pre-intervention, during intervention,
and post-intervention. The risk of bias was judged for each domain and sub-domain and
classified as low, moderate, high, or no information (Supplementary Table S1). In case of
disagreement, a senior author was included in the discussion (FC). Main information of
selected studies, including author, study design, sample size, methods, outcome assessment,
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mean DUI (expressed in years), and main findings, have been extracted. Considering the
low number of papers included in the review and the heterogeneity in evaluating DUI and
its impact on long-term outcomes, it was not possible to perform a meta-analysis.

3. Results

The selection process is summarized in Figure 1. Seventy-one articles were initially
identified; of these, twenty-nine papers were removed as duplicates; therefore, 42 paper
were screened using the title and abstracts and N = 34 papers were excluded as not
addressing the topic of interest, and eight articles were finally included. The overall risk
of bias was moderate for most selected studies (5/8), low for one study, and high for two
studies (Supplementary Table S1).

T
£
g Records identified Duplicate records removed
= s > -
7} (N=71) L (N=29)
=
—
Records screened
T
(N=42)
£
o
3
Articles assessed for eligibility Reports excluded
(N=42) > (N=34)

Studies included in the review

(N=5)

Figure 1. PRISMA flow diagram of selection of studies for inclusion in the review.

The main findings are summarized in Table 1. A longitudinal study design was
adopted in four studies, while the remaining were cross-sectional (N = 3) and retrospective
(N =1). Only one study included adolescent patients [29]. In all included studies, the
Structured Clinical Interview for DSM-IV Axis I Disorders (SCID-I) has been used to
confirm the diagnosis.
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Table 1. Summary of data extracted from selected studies and short evaluation of the correlation between longer DUI and worse outcomes.

First Author
(Publication
Year)

Type of Study

Sample

Methods

Outcome Mean DUI
Assessment (Years)

Results

Longer
DUI
Worse
Outcome

Dell'Osso etal.  Longitudinal

(2010) [30] study

66 patients with primary diagnosis of
OCD according to DSM-IV-TR.
Two groups: DUI < 24 months and

DUI > 24 months.

Two subgroups: monotherapy and

polytherapy.

Anti-obsessive treatment consisted of
monotherapy (SSRI) or polytherapy

(combination of SSRI with

benzodiazepines, mood stabilizers,
antipsychotics, or clomipramine).

SCID-I and SCID-II at
baseline for clinical
assessment.

Y-BOCS at baseline and after
12 weeks of
pharmacological treatment
to measure outcome.

Response to
treatment:
Y-BOCS
decrease >25%  7.75* (£9.24)
Remission:
Y-BOCS
score < 10

DUI considered as a continuous variable does not

influence treatment response.

DUI < 24 months is predictive of treatment response
(OR =0.27; p = 0.03) but not of remission (OR = 0.41;
p = 0.12). It suggests the existence of a

time-dependent effect of the DUI, that, after a certain

period of time, may vanish.

YES

Jakubovskietal. Longitudinal

(2013) [31] study

196 patients with primary diagnosis of
OCD according to DSM-1V (only 75
continued 2 years of follow-up).

Two groups: SSRI (n = 108) and GCBT

(n = 88) treatment.

Patients allocated to pharmacological
treatment received fluoxetine up to
80 mg/day. Patients allocated to
GCBT attended 12 weekly therapy
sessions. Subsequent treatment
options for non-responders were:
CGBT + SSRI; switching SSRI; SSRI +

clomipramine; SSRI +

quetiapine/risperidone; combination

of pharmacologic add-on
therapy + CGBT

SCID-I and Y-BOCS at
baseline for clinical
assessment.

Y-BOCS, BDI, BAI at
baseline and after 3,6, 12, 18
and 24 months.

Response to
treatment:
Y-BOCS
decrease > 35%  20.87 (£11.25)
Remission:
Y-BOCS
score < 8

Patients who suffered from OCD for a period of
30 years or longer had consistently higher Y-BOCS
scores and did not further improve over time.
Early onset of symptoms and longer duration of

illness seem interconnected.

YES

Dell’Osso etal.  Cross-sectional

(2015) [32] study

114 patients with primary diagnosis of
OCD according to DSM-IV-TR.

Four subgroups based on clinical
phenotypes: checking/aggressive,

contamination/cleaning,

symmetry/order, and multiple

phenotypes.

All patients were on a stable

pharmacological treatment for at least

4 weeks.

SCID-I for clinical
assessment; Y-BOCS to
define OCD severity;
Y-BOCS Symptom Checklist
to identify clinical
phenotypes.

Y-BOCS scores ~ 7.27 * (£0.97)

DUI and DI were significantly higher in the
aggressive/checking subgroup compared to the other

subgroups (p < 0.01).

Y-BOCS scores were significantly higher in the
aggressive/checking subgroup. This result may
indicate a greater severity for this phenotype, but it
may also be related to longer DUI and DI per se.

YES
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Table 1. Cont.

First A/.\uthor Outcome Mean DUI Llo)lrjgler
(Pul\a{lel;]::)tion Type of Study Sample Methods Assessment (Years) Results Worse
Outcome
96 patients with primary diagnosis of
OCD according to DSM-IV-TR. SCID-I and SCID-II for Patients with early onset (<12 years) of symptoms
Two groups: DUI < 4 years and DUI > clinical assessment; Y-BOCS Remission: had a significantly longer DUI (p = 0.001).
Poyraz et al. Cross-sectional 4 years. to define OCD severity; Y-BOCS ' 7.02 (£8.52) DUI was not predictive of remission when DUI was NO
(2015) [33] study 50 patients were on SSRIs and /or Y-BOCS Symptom Checklist; score < 10 ) ’ considered as a continuous variable or as categorical
clomipramine, 44 patients were on a questionnaire to identify - variable. In logistic regression, DUI was not
different augmentation strategies reasons for delaying predictive of remission (OR = 1.1; p = 0.074), but
including SSRIs and/or clomipramine  treatment. p-values indicated a distinct trend
and antipsychotic mood stabilizers. toward significance.
124 patients Wlth primary diagnosis of - gcyp.1 and SCID-II for The group with increased severity received first
OCD according to DSM-5. Two clinical assessment; Y-BOCS pharmacological treatment earlier than the other
Dell’'Osso etal. ~ Cross-sectional groups: Y-BOCS score < 24 and to define OCD severity; Y-BOCS scores ~ 7.29* (£9.06) ~ group, consequently reporting a shorter DUI NO
(2017) [34] study Y-BOCS score > 24 Y-BOCS Symptom Checklist ’ ' (p <0.01). This could possibly be due to a worse
Pharmacological treatment based on to identify clinical clinical presentation leading to an earlier seeking
antidepressant drugs. phenotypes; GCI score. of treatment.
251 patients with primary diagnosis of
OCD according to DSM-IV (only 240 Long DUI (>24 months) reduces response rates (41%
had a baseline and a 12-week Y-BOCS vs. 69%) as well as above the median DUI (>60
to determine response rate). months) (49% Vvs. .6.1 %). ) )
) Two groups: brief DUI (<24 months) SCID-I and SCID-II for Response to Mean DUI is significantly longer in subjects not
Albert et al. Retrospective and long DUI (>24 months). clinical assessment. treatment: 8.84 % responding to the first adequate SRI treatment. YES
(2019) [17] study Two different groups: DUI below OCD severity assessed by Y-BOCS (£9.84) In individuals with long/above median DUI,
median (<60 months) and DUl above  Y-BOCS, Y-BOCS Checklist, decrease > 25% Y-BOCS scores at 12 weeks were higher and
median (>60 months) HAM-A, HAM-D. percentage changes in Y-BOCS scores lower.
In regression analyses, DUI > 24 months predicted
All patients treated with clomipramine response and 12-week Y-BOCS scores, but not using
and/or SSRIs for at least 12 weeks at DUI as a continuous variable.
adequate doses.
83 patients with primary diagnosis of Response to
OCD according to DSM-IV (59 SCID-1, SCID-II and BABS treatment: Patients with “good outcome” (defined as fulfilling
completed 3 years follow-up). at baseline for clinical Y-BOCS criteria for partial remission for more than 40% of the
T . assessment. %. follow-up period) showed a shorter DUI than
Perris et al. Longitudinal First-line treatment: 25 individual ERPy p5cg and HADRS decr;z;srii:lBS ’ 7.3 patients \}?vﬁh “poor outcome” (4.5 & 3.1 years versus YES
(2021) [35] study session + SSRI. administered at baseline remission: (£5.8) 10.1 £ 5.7 years; p < 0.001).

Add-on strategy in resistant patients:
venlafaxine; mirtazapine; imipramine.
Second-line treatment: low dosages of
antipsychotics as add-on therapy.
Benzodiazepines to manage sleep
disorder and/or panic attacks.

and monthly (for the first
year of follow-up) or every
two months (for the
remaining 2 years of
follow-up).

Y-BOCS < 15 for

at least 8 weeks.

Full remission:
Y-BOCS < 8 for

at least 8 weeks.

In the logistic multivariable model, a short DUI was
the only significant predictor of “good outcome”.
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. Longer
First Author
(Publication Type of Study Sample Methods A(s)sttscs(:::;t M(i:;g)U ! Results “],)OESI e
Year)
Outcome
207 patients with primary diagnosis of ~ SCID-I at baseline for
OCD according to DSM-5. clinical assessment. Partial In the brief DUI subgroup response rate was
Two groups: DUI < 3 years and GAF at baseline to evaluate response: significantly increased and Y-BOCS score percentage
DUI > 3 years. over a.ll funct.ional Y-BOCS changes higher after 48-week follow-up (p < 0.001).
Zheng et al. Longitudinal impairment in the past ) decrease > 25%. 4.07 In a logistic regression analysis, a shorter DUI was YES
(2021) [36] study Patients were treated with selective month. Y-BOCS at baseline Full response: (£3.49) predictive of a better response (p = 0.003).
serotonin reuptake inhibitors or and after 8, 12, 24, and 48 Y-BOCS DUI was positively associated with DI but not with
venlafaxine for 48 weeks in open-label weeks of pharmacological decrease > 35% age of onset; this revealed that longer DUI indicates a
conditions. tre?tment to measure longer clinical course.
outcome.

BABS = Brown Assessment of Beliefs Scale; BAI = Beck Anxiety Inventory; BDI = Beck Depression Inventory; CGI scores = Clinical Global Impression Scale; DI = Duration of Illness; DSM-IV-TR = Diagnostic and
Statistical Manual of Mental Disorders-IV-Text Revision; DUI = Duration of Untreated Illness; DY-BOCS = Dimensional Yale-Brown Obsessive-Compulsive Scale; ERP = Exposure and Response Prevention; GAF = Global
Assessment of Functioning Scale; GCBT = Group cognitive-behavioural therapy; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Depression Rating Scale; HDRS = Hamilton Depression Rating
Scale; OCD = Obsessive-Compulsive Disorder; SCID I = Structured Clinical Interview for DSM IV Axis I Disorders; SCID II = Structured Clinical Interview for DSM IV Axis II; SSRI = Serotonin Reuptake Inhibitors;
Y-BOCS = Yale-Brown Obsessive-Compulsive Scale; SD= Standard Deviation; OR= Odds Ratio. * DUI originally reported in months.
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Different validated and reliable assessment tools have been used, including the Yale—
Brown Obsessive-Compulsive Scale (Y-BOCS) (used in all studies), the Hamilton Anxiety
Rating Scale (HAM-A) and the Hamilton Depression Rating Scale (HAM-D) [17], the
Clinical Global Impression (CGI) [37], the Hamilton Depression Rating Scale (HDRS), the
Brown Assessment of Belief Scale (BABS) [34], and the Global Assessment of Functioning
(GAF) [35]. In the study by Poyraz et al., an ad hoc questionnaire consisting of 16 items
was used in order to assess the reasons for treatment delay [33].

Mean DUI ranged from 7.0 (£8.5) years in the Poyraz study [33] to 20.9 (+11.2) years
in the Jakubovski study [31].

Dell’Osso et al. found that DUI, considered as a continuous variable, does not pre-
dict treatment response or remission [30]. When considered a categorical variable, a
DUI > 24 months is predictive of poor treatment response. Jakubovski et al. found a better
prognosis in patients with late-onset OCD and a poorer outcome in OCD patients with
comorbid affective disorders [31]. Dell’Osso et al. found a mean DUI of 87.35 + 11.75
months (approximately 7 years), which varies according to different clinical subtypes of
OCD. In particular, patients reporting aggressive/checking symptoms have longer DUI
and DI, which may be due to a lack of insight and reluctance toward help-seeking in this
patient population [32].

Moreover, the long-term outcome and remission in patients with OCD can be nega-
tively influenced by the presence of comorbid psychiatric conditions [37]. In this study,
patients with a severe type of disease were young, with a high lifetime rate of psychiatric
comorbidity, very early onset OCD, long DI and most notably, a shorter DUL This could be
due to the fact that a more severe clinical presentation can lead to earlier treatment seeking,
with a shorter DUL

A positive response to pharmacological treatment—evaluated as a reduction in terms
of the YBOCS scale—is significantly lower in patients with a DUI longer than 24 months,
with a response rate of 41% vs. 69% [17].

In an ongoing longitudinal real-world study carried out by Perris et al., several factors
are associated with a long DUI, including unemployment, early onset and more severe
symptoms at baseline, with a strong statistical correlation between DUI and outcome [35].
Finally, Zheng et al. found a higher response rate in patients with a shorter DUI compared
to those with a longer DUI, confirming the existence of a DUI-dependent effect on post-
treatment outcome [36]. Only one cross-sectional study found no effect of DUI on long-term
remission [33].

4. Discussion

The duration of untreated illness represents a critical element for the long-term prog-
nosis of OCD patients. The negative impact of DUI on the long-term outcomes of OCD
patients is confirmed in the present systematic review.

In particular, we found that patients with a longer DUI have a higher risk of reporting
inadequate treatment response, persistence of severe symptoms, and low rate of remission.
This is particularly true when the onset of the disease is insidious and subthreshold. As
suggested by Dell’Osso et al., the predictive effect of DUI on treatment response may vanish
after a certain period of time since its negative effect occurs mainly in the early years of the
disease [30].

Positive response to pharmacological treatment is significantly reduced when patients
have a long DUI [17], in line with data coming from a sample of patients suffering from
psychosis or schizophrenia spectrum disorders [31,33].

Therefore, these findings confirm the need for designing and scaling up effective and
innovative interventions specifically focused on early detection and management of OCD
patients, following the same model of care developed for people with psychosis [20].

Multicomponent and multilevel interventions should include informative campaigns
for young people to be disseminated in schools, the promotion of antistigma campaigns
through the use of social media on the importance of early referral to specialistic care and
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help-seeking [38], and the establishment of non-stigmatizing mental health care facilities
dedicated to young people needs, in order to facilitate access and appropriate mental health
care [39-46].

Moreover, DUI can play a significant role as a long-term predictor of response to any
pharmacological and non-pharmacological treatment. As reported in Table 1, different
pharmacological (including fluoxetine, venlafaxine, clomipramine or combined treatments)
and non-pharmacological treatments (such as CBT) have been used. However, different
treatments have been provided according to the available guidelines for treating patients
with OCD. Therefore, the type of treatment should not have a specific impact on DUI, but
it was out of the scope of the present review to specifically assess this aspect. However,
in order to personalize the treatment plan for patients with OCD, it should be useful to
combine DUI with sociodemographic, psychosocial and clinical data in machine learning
approaches for predicting patient outcomes [47-51].

Our systematic review has some limitations that should be acknowledged. First,
the search strategy has been limited only to studies including adult patients aged over
18 years. This methodological choice was due to the fact that the presentation of OCD in late
childhood and/or adolescence can have different clinical and psychosocial characteristics,
which are usually assessed through specific assessment tools specifically validated for
young populations. Therefore, a further literature search with a specific focus on patients
with a childhood /adolescent onset of OCD should be performed, and the results could be
useful to support the development of youth mental health services [46,52,53].

Moreover, in all studies, DUI has been assessed through interviews including the
patients but also family members, caregivers or referring clinicians, which may have
yielded inaccurate reports. However, this is a limitation common to all studies focusing
on DUI, which is usually retrospectively described and, therefore, subjected to recall
bias. Another limitation is the heterogeneity of studies; in particular, the symptomatic
phenotype, the comorbidities with personality disorders and patients’ insight were not
investigated by Zheng et al. [36]; Perris et al. [35] found a very high dropout rate (about
28%). Socio-cultural factors, including religion and personal beliefs, can influence the
clinical manifestations of symptomatology as well as the help-seeking delay and the type of
professionals contacted. Therefore, all these variables can impact the duration of untreated
illness. All these aspects have not been specifically evaluated in the present review since
those data have not been specifically reported in the included studies. Furthermore, no
study has specifically evaluated the impact of the COVID-19 pandemic on the duration of
illness and help-seeking delay [11,54].

The limited number of included studies (only 8 out of the 42 identified) highlights
that the topic of duration of untreated illness has been overlooked in patients with OCD.
Our results should be further confirmed by rigorous longitudinal cohort studies aiming
to assess the relationship between the duration of untreated illness and OCD patients’
long-term outcomes. Another controversial issue is related to the management of DUI as
categorical or continuous variables. There is no consensus, and only a study by Dell’Osso
et al. [30] considered DUI both as a categorical and continuous variable, highlighting some
differences. Further studies should be promoted in order to clarify this issue.

5. Conclusions

Following studies on the role of the duration of untreated illness in patients with
psychosis, a care model based on early intervention services was developed worldwide.
In fact, it has been repeatedly confirmed that the long-term trajectory of any mental
disorder is highly influenced by treatments provided to patients in the first years of the
disease [54-56]. Therefore, the early detection and appropriate treatment of any mental
disorder is essential to improve the long-term prognosis of patients [57-62]. This model
must also be applied to other severe mental disorders, including obsessive—compulsive
disorder, which has been overlooked and wrongly considered “less” severe compared to
psychosis. A possible negative impact of DUI on the long-term outcomes of patients with
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OCD has been highlighted by the present systematic review. However, considering the
limited number of studies identified and the presence of some methodological limitations,
a definitive conclusion cannot be made. It is necessary to promote more rigorous research
studies in order to clarify the potential role of DUI on the long-term outcomes in patients
with OCD.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/jpm13101453/s1, Table S1: Risk of Bias assessment in non ran-
domized clinical studies.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

IS

N o

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

First, M.B.; Gaebel, W.; Maj, M.; Stein, D.].; Kogan, C.S.; Saunders, J.B.; Poznyak, V.B.; Gureje, O.; Lewis-Fernandez, R.; Maercker,
A_; et al. An organization- and category-level comparison of diagnostic requirements for mental disorders in ICD-11 and DSM-5.
World Psychiatry 2021, 20, 34-51. [CrossRef] [PubMed]

Ehring, T. Thinking too much: Rumination and psychopathology. World Psychiatry 2021, 20, 441-442. [CrossRef] [PubMed]
Drubach, D.A. Obsessive-compulsive disorder. Continuum 2015, 21, 783-788. [CrossRef] [PubMed]

Gorman, D.A.; Abi-Jaoude, E. Obsessive-compulsive disorder. CMAJ 2014, 186, E435. [CrossRef] [PubMed]

Bauer, M.; Juckel, G.; Correll, C.U.; Leopold, K.; Pfennig, A. Diagnosis and treatment in the early illness phase of bipolar disorders.
Eur. Arch. Psychiatry Clin. Neurosci. 2008, 258 (Suppl. S5), 50-54. [CrossRef] [PubMed]

Birchwood, M.; Fiorillo, A. The Critical Period for Early Intervention. Psychiatr. Rehabil. Ski. 2000, 4, 182-198. [CrossRef]
McGorry, P.D. Early Intervention in Psychosis: Obvious, Effective, Overdue. |. Nerv. Ment. Dis. 2015, 203, 310-318. [CrossRef]
Anderson, K.K.; Norman, R.; MacDougall, A.; Edwards, J.; Palaniyappan, L.; Lau, C.; Kurdyak, P. Effectiveness of Early Psychosis
Intervention: Comparison of Service Users and Nonusers in Population-Based Health Administrative Data. AJP 2018, 175,
443-452. [CrossRef]

Murphy, B.P.; Brewer, W.]. Early intervention in psychosis: Strengths and limitations of services. Adv. Psychiatr. Treat. 2011, 17,
401-407. [CrossRef]

Klingberg, T.; Judd, N.; Sauce, B. Assessing the impact of environmental factors on the adolescent brain: The importance of
regional analyses and genetic controls. World Psychiatry 2022, 21, 146-147. [CrossRef]

Kestel, D. Transforming mental health for all: A critical role for specialists. World Psychiatry 2022, 21, 333-334. [CrossRef]
[PubMed]

Lahey, B.B.; Moore, TM.; Kaczkurkin, A.N.; Zald, D.H. Hierarchical models of psychopathology: Empirical support, implications,
and remaining issues. World Psychiatry 2021, 20, 57-63. [CrossRef] [PubMed]

Zimmerman, M. Why hierarchical dimensional approaches to classification will fail to transform diagnosis in psychiatry. World
Psychiatry 2021, 20, 70-71. [CrossRef] [PubMed]

Howes, O.D.; Whitehurst, T.; Shatalina, E.; Townsend, L.; Onwordi, E.C.; Mak, T.L.A.; Arumuham, A.; O'Brien, O.; Lobo, M.;
Vano, L.; et al. The clinical significance of duration of untreated psychosis: An umbrella review and random-effects meta-analysis.
World Psychiatry 2021, 20, 75-95. [CrossRef]

Moritz, S.; Gaweda, L.; Heinz, A.; Gallinat, J. Four reasons why early detection centers for psychosis should be renamed and their
treatment targets reconsidered: We should not catastrophize a future we can neither reliably predict nor change. Psychol Med.
2019, 49, 2134-2140. [CrossRef] [PubMed]

Vigne, P; Fortes, P; Dias, R.V.; Laurito, L.D.; Loureiro, C.P.; de Menezes, G.B.; Stangier, U.; Fontenelle, L.F. Duration of untreated
illness in a cross-diagnostic sample of obsessive-compulsive disorder, panic disorder, and social anxiety disorder. CNS Spectr.
2019, 24, 526-532. [CrossRef]

Albert, U.; Barbaro, F.; Bramante, S.; Rosso, G.; De Ronchi, D.; Maina, G. Duration of untreated illness and response to SRI
treatment in Obsessive-Compulsive Disorder. Eur. Psychiatry 2019, 58, 19-26. [CrossRef]

Volpe, U.; Fiorillo, A.; Luciano, M.; Del Vecchio, V.; Palumbo, C.; Calo, S.; Piras, S.; Signorelli, M.; Filippo, D.; Piselli, M.; et al.
Pathways to mental health care in Italy: Results from a multicenter study. Int. J. Soc. Psychiatry 2014, 60, 508-513. [CrossRef]
Thornicroft, G. Psychiatric diagnosis and treatment in the 21st century: Paradigm shifts or power shifts? World Psychiatry 2022,
21, 334-335. [CrossRef]

Davidson, L.; Tondora, J. Person-centred care planning as foundational to clinical practice. World Psychiatry 2022, 21, 1-2.
[CrossRef]

Nakamae, T.; Narumoto, J.; Sakai, Y.; Nishida, S.; Yamada, K.; Fukui, K. The neural basis of dysfunctional beliefs in non-medicated
patients with obsessive-compulsive disorder. Prog. Neuropsychopharmacol. Biol. Psychiatry. 2012, 37, 22-25. [CrossRef] [PubMed]
Corrigan, PW. Coming out proud to erase the stigma of mental illness. World Psychiatry 2022, 21, 388-389. [CrossRef] [PubMed]
Henderson, C. Challenges in improving mental health literacy at population level. World Psychiatry 2023, 22, 392-393. [CrossRef]


https://www.mdpi.com/article/10.3390/jpm13101453/s1
https://www.mdpi.com/article/10.3390/jpm13101453/s1
https://doi.org/10.1002/wps.20825
https://www.ncbi.nlm.nih.gov/pubmed/33432742
https://doi.org/10.1002/wps.20910
https://www.ncbi.nlm.nih.gov/pubmed/34505392
https://doi.org/10.1212/01.CON.0000466666.12779.07
https://www.ncbi.nlm.nih.gov/pubmed/26039854
https://doi.org/10.1503/cmaj.131257
https://www.ncbi.nlm.nih.gov/pubmed/24664647
https://doi.org/10.1007/s00406-008-5009-z
https://www.ncbi.nlm.nih.gov/pubmed/18985295
https://doi.org/10.1080/10973430008408405
https://doi.org/10.1097/NMD.0000000000000284
https://doi.org/10.1176/appi.ajp.2017.17050480
https://doi.org/10.1192/apt.bp.110.008573
https://doi.org/10.1002/wps.20934
https://doi.org/10.1002/wps.21030
https://www.ncbi.nlm.nih.gov/pubmed/36073690
https://doi.org/10.1002/wps.20824
https://www.ncbi.nlm.nih.gov/pubmed/33432749
https://doi.org/10.1002/wps.20815
https://www.ncbi.nlm.nih.gov/pubmed/33432768
https://doi.org/10.1002/wps.20822
https://doi.org/10.1017/S0033291719001740
https://www.ncbi.nlm.nih.gov/pubmed/31337458
https://doi.org/10.1017/S1092852918001281
https://doi.org/10.1016/j.eurpsy.2019.01.017
https://doi.org/10.1177/0020764013501648
https://doi.org/10.1002/wps.21000
https://doi.org/10.1002/wps.20922
https://doi.org/10.1016/j.pnpbp.2011.11.017
https://www.ncbi.nlm.nih.gov/pubmed/22172533
https://doi.org/10.1002/wps.21016
https://www.ncbi.nlm.nih.gov/pubmed/36073683
https://doi.org/10.1002/wps.21115

J. Pers. Med. 2023, 13, 1453 10 of 11

24.

25.

26.
27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

Belloch, A.; Del Valle, G.; Morillo, C.; Carri6, C.; Cabedo, E. To seek advice or not to seek advice about the problem: The
help-seeking dilemma for obsessive-compulsive disorder. Soc. Psychiatry Psychiatr. Epidemiol. 2009, 44, 257-264. [CrossRef]
[PubMed]

Gentle, M.; Harris, L.M.; Jones, M.K. The Barriers to Seeking Treatment for Obsessive-Compulsive Disorder in an Australian
Population. Behav. Chang. 2014, 31, 258-278. [CrossRef]

Craske, M.G. The future of CBT and evidence-based psychotherapies is promising. World Psychiatry 2022, 21, 417-419. [CrossRef]
Del Vecchio, V.; Luciano, M.; Sampogna, G.; De Rosa, C.; Giacco, D.; Tarricone, I.; Catapano, F.; Fiorillo, A. The role of relatives in
pathways to care of patients with a first episode of psychosis. Int. J. Soc. Psychiatry 2015, 61, 631-637. [CrossRef]

Burchi, E.; Hollander, E.; Pallanti, S. From Treatment Response to Recovery: A Realistic Goal in OCD. Int. ]. Neuropsychopharmacol.
2018, 21, 1007-1013. [CrossRef]

Liberati, A.; Altman, D.G.; Tetzlaff, J.; Mulrow, C.; Getzsche, P.C.; Ioannidis, ].P.A.; Clarke, M.; Devereaux, PJ.; Kleijnen, J.; Moher,
D. The PRISMA statement for reporting systematic reviews and meta-analyses of studies that evaluate healthcare interventions:
Explanation and elaboration. BM]J 2009, 339, b2700. [CrossRef]

Dell’Osso, B.; Buoli, M.; Hollander, E.; Altamura, A.C. Duration of Untreated Illness as a Predictor of Treatment Response and
Remission in Obsessive-Compulsive Disorder. World ]. Biol. Psychiatry 2010, 11, 59-65. [CrossRef]

Jakubovski, E.; Diniz, J.B.; Valerio, C.; Fossaluza, V.; Belotto-Silva, C.; Gorenstein, C.; Miguel, E.; Shavitt, R.G. Clinical predictors
of long-term outcome in obsessive-compulsive disorder. Depress. Anxiety 2013, 30, 763-772. [CrossRef] [PubMed]

Dell’Osso, B.; Benatti, B.; Oldani, L.; Spagnolin, G.; Altamura, A.C. Differences in duration of untreated illness, duration, and
severity of illness among clinical phenotypes of obsessive-compulsive disorder. CNS Spectr. 2015, 20, 474—478. [CrossRef]
[PubMed]

Poyraz, C.A,; Turan, $.; Saglam, N.G.U.; Batun, G.C.; Yassa, A.; Duran, A. Factors associated with the duration of untreated illness
among patients with obsessive compulsive disorder. Compr. Psychiatry 2015, 58, 88-93. [CrossRef] [PubMed]

Dell’Osso, B.; Benatti, B.; Hollander, E.; Altamura, A.C. Clinical features associated with increased severity of illness in tertiary
clinic referred patients with obsessive compulsive disorder. Int. . Psychiatry Clin. Pract. 2017, 21, 131-136. [CrossRef]

Perris, E; Sampogna, G.; Giallonardo, V.; Agnese, S.; Palummo, C.; Luciano, M.; Fabrazzo, M.; Fiorillo, A.; Catapano, F. Duration
of untreated illness predicts 3-year outcome in patients with obsessive-compulsive disorder: A real-world, naturalistic, follow-up
study. Psychiatry Res. 2021, 299, 113872. [CrossRef] [PubMed]

Zheng, H.; Luo, G.; Yao, S.; Wang, S.; Guo, G.; Quan, D.; Gao, J. Predictors for 12-month long-term outcome in patients with
obsessive-compulsive disorder: The influence of duration of untreated illness and age at onset. J. Psychiatr. Res. 2021, 144, 202-207.
[CrossRef]

Cochrane Handbook for Systematic Reviews of Interventions. Available online: https://training.cochrane.org/handbook
(accessed on 9 September 2022).

Sampogna, G.; Bakolis, I.; Evans-Lacko, S.; Robinson, E.; Thornicroft, G.; Henderson, C. The Impact of Social Marketing
Campaigns on Reducing Mental Health Stigma: Results from the 2009-2014 Time to Change Programme. Eur. Psychiatr. 2017, 40,
116-122. [CrossRef]

Kessler, R.C.; Kazdin, A.E.; Aguilar-Gaxiola, S.; Al-Hamzawi, A.; Alonso, J.; Altwaijri, Y.A.; Andrade, L.H.; Benjet, C.; Bharat,
C.; Borges, G.; et al. Patterns and correlates of patient-reported helpfulness of treatment for common mental and substance use
disorders in the WHO World Mental Health Surveys. World Psychiatry 2022, 21, 272-286. [CrossRef]

Roe, D.; Slade, M.; Jones, N. The utility of patient-reported outcome measures in mental health. World Psychiatry 2022, 21, 56-57.
[CrossRef]

McGorry, P.D.; Mei, C. Why do psychiatrists doubt the value of early intervention? The power of illusion. Australas. Psychiatry
2020, 28, 331-334. [CrossRef]

Storch, E.A.; Abramowitz, ].S.; Keeley, M. Correlates and mediators of functional disability in obsessive-compulsive disorder.
Depress. Anxiety 2009, 26, 806-813. [CrossRef] [PubMed]

Pingani, L.; Catellani, S.; Del Vecchio, V.; Sampogna, G.; Ellefson, S.E.; Rigatelli, M.; Fiorillo, A.; Evans-Lacko, S.; Corrigan, PW.
Stigma in the context of schools: Analysis of the phenomenon of stigma in a population of university students. BMC Psychiatry
2016, 16, 29. [CrossRef] [PubMed]

Uher, R.; Pavlova, B.; Radua, J.; Provenzani, U.; Najafi, S.; Fortea, L.; Ortuiio, M.; Nazarova, A.; Perroud, N.; Palaniyappan, L.;
et al. Transdiagnostic risk of mental disorders in offspring of affected parents: A meta-analysis of family high-risk and registry
studies. World Psychiatry 2023, 22, 433-448. [CrossRef] [PubMed]

Nordentoft, M.; Fhlenschlaeger, J.; Thorup, A.; Petersen, L.; Jeppesen, P; Bertelsen, M. Deinstitutionalization revisited: A 5-year
follow-up of a randomized clinical trial of hospital-based rehabilitation versus specialized assertive intervention (OPUS) versus
standard treatment for patients with first-episode schizophrenia spectrum disorders. Psychol. Med. 2010, 40, 1619-1626. [CrossRef]
Malla, A.; Boksa, P,; Joober, R. Meeting the challenges of the new frontier of youth mental health care. World Psychiatry 2022, 21,
78-79. [CrossRef]

Chekroud, A.M.; Bondar, J.; Delgadillo, J.; Doherty, G.; Wasil, A.; Fokkema, M.; Cohen, Z.; Belgrave, D.; DeRubeis, R.; Iniesta,
R.; et al. The promise of machine learning in predicting treatment outcomes in psychiatry. World Psychiatry 2021, 20, 154-170.
[CrossRef]


https://doi.org/10.1007/s00127-008-0423-0
https://www.ncbi.nlm.nih.gov/pubmed/18668187
https://doi.org/10.1017/bec.2014.20
https://doi.org/10.1002/wps.21002
https://doi.org/10.1177/0020764014568129
https://doi.org/10.1093/ijnp/pyy079
https://doi.org/10.1136/bmj.b2700
https://doi.org/10.3109/15622970903418544
https://doi.org/10.1002/da.22013
https://www.ncbi.nlm.nih.gov/pubmed/23109056
https://doi.org/10.1017/S1092852914000339
https://www.ncbi.nlm.nih.gov/pubmed/24967664
https://doi.org/10.1016/j.comppsych.2014.12.019
https://www.ncbi.nlm.nih.gov/pubmed/25596625
https://doi.org/10.1080/13651501.2016.1249891
https://doi.org/10.1016/j.psychres.2021.113872
https://www.ncbi.nlm.nih.gov/pubmed/33770711
https://doi.org/10.1016/j.jpsychires.2021.10.019
https://training.cochrane.org/handbook
https://doi.org/10.1016/j.eurpsy.2016.08.008
https://doi.org/10.1002/wps.20971
https://doi.org/10.1002/wps.20924
https://doi.org/10.1177/1039856220924323
https://doi.org/10.1002/da.20481
https://www.ncbi.nlm.nih.gov/pubmed/19170106
https://doi.org/10.1186/s12888-016-0734-8
https://www.ncbi.nlm.nih.gov/pubmed/26860706
https://doi.org/10.1002/wps.21147
https://www.ncbi.nlm.nih.gov/pubmed/37713573
https://doi.org/10.1017/S0033291709992182
https://doi.org/10.1002/wps.20927
https://doi.org/10.1002/wps.20882

J. Pers. Med. 2023, 13, 1453 11 0f 11

48.

49.

50.

51.

52.

53.
54.

55.

56.

57.

58.

59.

60.

61.

62.

Fineberg, N.A.; Dell’Osso, B.; Albert, U.; Maina, G.; Geller, D.; Carmi, L.; Sireau, N.; Walitza, S.; Grassi, G.; Pallanti, S.; et al. Early
intervention for obsessive compulsive disorder: An expert consensus statement. Eur. Neuropsychopharmacol. 2019, 29, 549-565.
[CrossRef]

Fonagy, P.; Luyten, P. Socioeconomic and sociocultural factors affecting access to psychotherapies: The way forward. World
Psychiatry 2021, 20, 315-316. [CrossRef]

Leichsenring, F.; Steinert, C.; Rabung, S.; Ioannidis, ].P.A. The efficacy of psychotherapies and pharmacotherapies for mental
disorders in adults: An umbrella review and meta-analytic evaluation of recent meta-analyses. World Psychiatry 2022, 21, 133-145.
[CrossRef]

Markowitz, J.C. In support of supportive psychotherapy. World Psychiatry 2022, 21, 59-60. [CrossRef]

Cannon, M.; Power, E.; Cotter, D.; Hill, M. Youth psychiatry: Time for a new sub-specialty within psychiatry. World Psychiatry
2022, 21, 2-3. [CrossRef]

Danese, A. Bridging between youth psychiatry and child and adolescent psychiatry. World Psychiatry 2022, 21, 83-85. [CrossRef]
Fiorillo, A.; Gorwood, P. The consequences of the COVID-19 pandemic on mental health and implications for clinical practice.
Eur. Psychiatry 2020, 63, e32. [CrossRef]

Fusar-Poli, P; Correll, C.U.; Arango, C.; Berk, M.; Patel, V.; Ioannidis, ].P.A. Preventive psychiatry: A blueprint for improving the
mental health of young people. World Psychiatry 2021, 20, 200-221. [CrossRef]

Arango, C.; Dragioti, E.; Solmi, M.; Cortese, S.; Domschke, K.; Murray, R.M.; Jones, P.B.; Uher, R.; Carvalho, A F.; Reichenberg,
A.; et al. Risk and protective factors for mental disorders beyond genetics: An evidence-based atlas. World Psychiatry 2021, 20,
417-436. [CrossRef]

Salazar De Pablo, G.; Guinart, D.; Correll, C.U. What are the physical and mental health implications of duration of untreated
psychosis? Eur. Psychiatr. 2021, 64, e46. [CrossRef] [PubMed]

Salazar De Pablo, G.; Davies, C.; De Diego, H.; Solmi, M.; Shin, J.I.; Carvalho, A.F.; Radua, ].; Fusar-Poli, P. Transition to psychosis
in randomized clinical trials of individuals at clinical high risk of psychosis compared to observational cohorts: A systematic
review and meta-analysis. Eur. Psychiatr. 2021, 64, e51. [CrossRef] [PubMed]

Rotstein, A.; Goldenberg, J.; Fund, S.; Levine, S.Z.; Reichenberg, A. Capturing adolescents in need of psychiatric care with
psychopathological symptoms: A population-based cohort study. Eur. Psychiatr. 2021, 64, €76. [CrossRef]

Hickie, I.B. Implementing 21st century “end-to-end” and technology-enhanced care for young people. World Psychiatry 2022, 21,
79-81. [CrossRef] [PubMed]

Bergstrom, T.; Seikkula, J.; Alakare, B.; Kurtti, M.; Kéngés-Saviaro, P.; Lohonen, E.; Miettunen, J.; Mikiollitervo, H.; Taskila,
J.J.; Virta, K.; et al. The 10-year treatment outcome of open dialogue-based psychiatric services for adolescents: A nationwide
longitudinal register-based study. Early Interv. Psychiatry 2022, 16, 1368-1375. [CrossRef]

Cotton, S.; Filia, K.; Watson, A.; Mackinnon, A.].; Hides, L.; Gleeson, J.EM.; Berk, M.; Conus, P.; Lambert, M.; Schimmelmann, B.;
et al. A protocol for the first episode psychosis outcome study (FEPOS): >15 year follow-up after treatment at the Early Psychosis
Prevention and Intervention Centre, Melbourne, Australia. Early Interv. Psychiatry 2022, 16, 715-723. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1016/j.euroneuro.2019.02.002
https://doi.org/10.1002/wps.20911
https://doi.org/10.1002/wps.20941
https://doi.org/10.1002/wps.20949
https://doi.org/10.1002/wps.20923
https://doi.org/10.1002/wps.20931
https://doi.org/10.1192/j.eurpsy.2020.35
https://doi.org/10.1002/wps.20869
https://doi.org/10.1002/wps.20894
https://doi.org/10.1192/j.eurpsy.2021.22
https://www.ncbi.nlm.nih.gov/pubmed/33775268
https://doi.org/10.1192/j.eurpsy.2021.2222
https://www.ncbi.nlm.nih.gov/pubmed/34315555
https://doi.org/10.1192/j.eurpsy.2021.2251
https://doi.org/10.1002/wps.20928
https://www.ncbi.nlm.nih.gov/pubmed/35015351
https://doi.org/10.1111/eip.13286
https://doi.org/10.1111/eip.13204
https://www.ncbi.nlm.nih.gov/pubmed/34415106

	Background 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

