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Borderline personality Background and Objective: Borderline Personality Disorder (BPD) is under-investigated in First
disorder; Episode Psychosis (FEP). BPD psychotic manifestations and mood changes are also difficult to dif-
Mood disorder; ferentiate from first episode affective psychosis. The aim of this study was to compare sociode-
First episode mographic and clinical features between FEP patients with BPD vs. Bipolar Disorder (BD) or
psychosis; Major Depressive Disorder (MDD) both at baseline and across a 2-year follow-up period.
Affective psychosis; Methods: 224 FEP participants (49 with BPD, 93 with BD and 82 with MDD) completed the Health
Early intervention; of the Nation Outcome Scale (HoNOS), the Positive And Negative Syndrome Scale (PANSS) and
Outcome the Global Assessment of Functioning (GAF) scale. Psychiatric diagnosis was reformulated at the

end of our follow-up. Inter-group comparisons were analyzed using the Kruskal-Wallis or the Chi-
square test. A mixed-design ANOVA model was also performed to assess the temporal stability of
clinical scores within and between the 3 subgroups.

Results: Compared to FEP/BD subjects at baseline, FEP/BPD patients showed higher depressive
symptom severity and lower excitement severity. Compared to FEP/MDD at entry, they had a
higher prevalence rate of substance abuse, a lower interpersonal impairment and a shorter DUP.
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Finally, they had a lower treatment response on HoNOS “Psychiatric Symptoms” subscale scores
across the follow-up in comparison with both FEP/BD and FEP/MDD individuals.

Conclusion: BPD as categorical entity represents a FEP subgroup with specific clinical features
and treatment response. Appropriate treatment guidelines for this FEP subgroup are thus

needed.

© 2023 Sociedad Espariola de Psiquiatria y Salud Mental. Published by Elsevier Espafa, S.L.U. All

rights reserved.

Introduction

Although the term “borderline state” historically character-
ized individuals experiencing both psychotic and neurotic
features,’ psychotic symptoms in current diagnostic criteria
for Borderline Personality Disorder (BPD) are listed only in
the form of stress-related, transient paranoid ideation and/
or dissociative symptoms.? However, it was reported that
their clinical presentation in BPD are more heterogeneous
than what modern classification systems suggest.® In this
respect, empirical studies observed that the most common
psychotic features in BPD are auditory verbal hallucinations
(often experienced as controlling, distressing and critical)*
and persecutory delusions (frequently disconnected from
shared reality and persisting over time in the absence of
ongoing stress).’

Psychotic symptoms in BPD are also often considered as
clinical indicators of illness severity and poor prognosis.
They are associated with high levels of psychopathology,
more co-occurring mental disorders (such as mood disorder
and substance use disorder) and high rates of new hospitali-
zation and suicidal behavior.® It is therefore crucial to detect
psychotic features in BDP as soon as possible, especially at
clinical onset of the personality disorder, in order to prevent
the development of a severe mental illness in the future.’

Psychotic symptoms may also occur in the first clinical
presentation of mood disorders. In this respect, empirical
evidence showed that earlier age at onset in affective disor-
ders is associated with higher rates of psychotic symptoms.®
Specifically, while depressive onset is often related to suici-
dality, manic onset is often associated with delusions.® More-
over, mixed states in patients with bipolar disorder are
frequently associated with younger age of onset and the
presence of psychotic features. '

As adolescence and young adulthood are two crucial sen-
sitive life periods in which psychotic symptoms, mood disor-
der and BPD psychopathology frequently emerge for the first
time,"" research interest on BPD and affective disorders has
recently focused on young individuals with First Episode Psy-
chosis (FEP). However, evidence on BPD prevalence and its
associations with psychotic features and mood alterations in
FEP patients is still poor.'? This is also because in early psy-
chosis, it is difficult to distinguish whether psychotic symp-
toms are inherent to BPD or primary psychotic disorder,'* as
well as whether early mood swings/changes are related to
BPD or primary mood disorder.’* Differential diagnosis
among these conditions is of great relevance in clinical prac-
tice, especially for providing specific effective interventions
and for an appropriate decision making process.

Starting from this background, the aims of this retrospec-
tive study were:

(1) to compare clinical, sociodemographic and treatment
characteristics at baseline between FEP patients with a
final diagnosis of BPD or affective psychosis (i.e., bipolar
or major depressive disorder), all specifically recruited
and treated for FEP within a specialized “Early Interven-
tion in Psychosis” (EIP) service;

(2) to examine inter-group comparisons in the longitudinal
course of clinical and outcome parameters (i.e., drop-
out rate, new hospitalizations, new suicide attempt/
self-harm behavior) across a 2-year follow-up period.

To our knowledge, no research specifically comparing BPD
and affective psychosis in FEP populations has been pub-
lished in the literature to date.

Material and methods
Participants

All participants were FEP patients recruited within the
“Parma Early Psychosis” (Pr-EP) program between January
2013 and December 2021. This EIP protocol was developed
not as a specialized “stand-alone” service, but as a “diffuse”
infrastructure that was implemented in all adolescent and
adult mental health services of the Parma Department of
Mental Health (in the Northern Italy)."

Inclusion criteria for this research were: (1) to be special-
ist help-seeker; (2) age 12-35 years; (3) to be enrolled for
FEP in the Pr-EP program; (4) presence of BPD or affective
(bipolar or major depressive) psychosis as final psychiatric
diagnosis according to the DSM-5 diagnostic criteria;? and
(4) “Duration of Untreated Psychosis” (DUP) of < 2 years.
This DUP was selected because it is the usual time limit to
offer effective evidence-based interventions within the EIP
paradigm.'® For the specific purposes of this investigation,
FEP patients enrolled in the Pr-EP program with a final diag-
nosis outside BDP or affective psychoses (n = 197) were
excluded, but they will be considered for future compara-
tive papers.

Exclusion criteria were: (1) past psychotic episode within
DSM-5 diagnosis of both affective and non-affective psycho-
sis; (2) past exposure to antipsychotic medication or current
antipsychotic intake for more than 2 months prior to the Pr-
EP enrollment; (3) neurological disorder or any other medi-
cal condition presenting with psychiatric symptoms; and
(4) known intellectual disability (i.e., intelligence quotient
< 70). We considered past exposure to antipsychotic drug (i.
e., in previous illness episodes and independently from psy-
chotic symptoms) as “functional equivalent” of past
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psychotic disorder. Indeed, this is in accordance with the
psychosis threshold definition proposed by Yung and co-
workers'” in the original EIP paradigm (i.e., “...essentially
that at which antipsychotic therapy would probably be
started in common clinical practice”). A current antipsy-
chotic intake for less than 2 months was also selected
because it is the time range specifically defined for complet-
ing the assessment phase within the Pr-EP protocol.'®

All individuals and their parents (if minors) gave their
written informed consent prior to their inclusion in the
study. Local ethical approval was obtained for the research
(AVEN protocol n. 36102/09.09.2019). This study was con-
ducted in accordance with the ethical standards of the 1964
Declaration of Helsinki and its later amendments.

Assessment

In this investigation, the clinical evaluation included
the “Positive And Negative Syndrome Scale” (PANSS),'® the
“Global Assessment of Functioning” (GAF) scale’ and the
“Health of the Nation Outcome Scale”.?® These instruments
were completed at baseline and every 12 months during the
follow-up period by trained Pr-EP team members. Regular
scoring workshops and supervision sessions ensured a good
inter-rater reliability.?'

The PANSS is a clinical interview specifically assessing
psychotic psychopathology, also in the early phases of psy-
chosis.?? As proposed by Shafer and Dazzi,?* we considered 5
main psychopathological dimensions: “Negative Symptoms”,
“Affect” (“Depression/Anxiety”), “Positive Symptoms” “Dis-
organization” and “Excitement”. The Italian version of the
PANSS?* has been commonly used in young Italian people
with FEP.”

The GAF is a widely used scale assessing daily functioning
in individuals with psychosis. The Italian version of the GAF
has been frequently used also in young lItalian individuals
with FEP.?

The HoNOS was developed to assess social and clinical
outcomes in people with severe mental illness. As proposed
by Gale and Boland,”” we considered 4 main outcome
domains: “Psychiatric Symptoms”, “Impairment”, “Social
Problems” and “Behavioral Problems”. The Italian version of
the HONOS?® has been frequently used also in young Italian
patients with FEP.?’

Finally, a sociodemographic and clinical chart (also col-
lecting information on DUP and past self-harm/suicidal
behaviors) was completed at baseline.’® The DUP was
defined as the time interval (in months) between the onset
of full-blown psychotic symptoms and the first pharmacolog-
ical treatment.®' The term “suicide attempt” was defined
as a potentially injurious, self-inflicted behavior without
fatal outcome, for which there was an implicit or explicit
intent to die.*? It was differentiated from deliberate self-
harm acts or intoxication with alcohol/drugs without evi-
dence of intent to die, which were classified as “self-harm”
behaviors.>*

Procedures

The FEP diagnosis was formulated at baseline in accordance
with the CAARMS (“Comprehensive Assessment of At-Risk
Mental States”)"” criteria for psychosis threshold. Patients

fulfilled CAARMS clinical high risk criteria were excluded
from this research. The primary psychiatric diagnosis was
defined by at least two trained Pr-EP team members accord-
ing to the DSM-5 criteria using the Structured Clinical Inter-
view for DSM-5 disorders (SCID-5)** and the Structured
Clinical Interview for DSM-5 personality disorders (SCID-5-
PD).*® Specifically, it was formulated both at baseline (“pro-
visional” diagnosis) and after 2 years of follow-up (“final”
diagnosis). For participants who did not complete the 2-year
follow-up period (see Supplementary Materials [Table $1] for
details), the final diagnosis was defined together with clini-
cians treating and managing FEP participants. Individuals
with BPD as final diagnosis were included in the FEP/BPD
subgroup. Patients with affective (bipolar or major depres-
sive) disorder as final diagnosis were grouped in the FEP/BD
or FEP/MDD subgroup.

Based on symptom severity, FEP participants were pro-
vided with a 2-year comprehensive treatment protocol
including psychopharmacological therapy and a multicompo-
nent psychosocial intervention (combining psychoeduca-
tional sessions for family members, intensive case
management and individual psychotherapy [oriented on cog-
nitive-behavioral principles]), as suggested by current EIP
guidelines on the topic.>® Low-dose atypical antipsychotic
medication was used as first-line pharmacological therapy.*’
Mood stabilizer, serotonin selective reuptake inhibitor and/
or benzodiazepine could also be used to treat mood changes,
anxiety and insomnia.>®

As for inter-group comparisons, sociodemographic and
clinical features were examined at baseline and every 12
months across the 2-year follow-up period. We also com-
pared the 3 subgroups on four main outcome indicators
across the follow-up (i.e., drop-out rate, new hospitaliza-
tion, new suicide attempt and new self-harm behavior).

Statistical analysis

Data were analyzed using the Statistical Package for Social
Science (SPSS) for Windows, version 15.0.3° All tests were
two-tailed with a significance level set at 0.05. In inter-
group comparisons, continuous parameters were examined
using the Kruskal-Wallis H and the Mann-Whitney U tests.
Categorical variables were compared using the Chi-square
test. Kaplan-Meier survival analysis to compare outcome
indicators among the subgroups was also performed. This
allowed us to consider the different time duration of individ-
ual follow-ups and participants who dropped-out before the
conclusion of our research.’ Finally, a mixed-design ANOVA
model (with post-hoc Bonferroni correction for multiple
comparisons) was performed to assess the temporal stability
of PANSS, GAF and HoNOS scores within and among the sub-
groups across the follow-up.*'

Results

Forty-nine FEP individuals had BPD as final diagnosis and
were included in the FEP/BPD subgroup. The remaining par-
ticipants were included in the FEP/BD (n = 93) or FEP/MDD
(n = 82) subgroups (for diagnosis at baseline, see Supplemen-
tary Materials [Table S2]). Specifically, FEP/BPD participants
were mainly recruited in the Pr-EP program with a
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Table 1  Baseline sociodemographic and clinical characteristics of the 3 FEP subgroups (n = 224).
Variable FEP/BPD FEP/BD FEP/MDD X2 p Post-hoc
(n =49) (n=93) (n=82)
Gender (male) 33 (66.7%) 57 (61.3%) 38 (46.3%) 6.643 0.036 BPD > MDD
Age at entry (in years) 24.39 + 6.43 25.98 + 6.44 26.77 £7.01 3.154 0.207 -
Education (in years) 11.96 +2.98 11.75 £ 2.86 12.24 +2.81 0.967 0.617 -
Ethnic group (white Caucasian) 42 (85.7%) 74 (79.6%) 79 (96.3%) 10.98 0.004 MDD > BD
Migrant status 11 (22.4%) 26 (28.0%) 13 (15.9%) 3.682 0.159 -
Civil status 9.805 0.044
Single 45 (91.8%) 79 (84.9%) 59 (72.0%) - - BPD > MDD
Married/partnership 3 (6.1%) 13 (14.0%) 20 (24.4%) MDD > BPD
Separated/divorced 1(2.0%) 6 (2.0%) 6 (2.0%) - - -
Living status 5.931 0.431
Alone 5 (10.2%) 8 (8.6%) 6 (7.3%) - - -
Living with partners 8 (16.3%) 23 (24.7%) 28 (34.1%) - - -
Living with parents 35 (71.4%) 59 (63.4%) 47 (57.3%) - - -
Living in residential facility 1(2.0%) 3 (3.2%) 1(1.2%) - - -
Occupation 4.107 0.392
Unemployed 21 (42.9%) 37 (39.8%) 42 (51.2%) - - -
Employed 17 (37.4%) 31 (33.3%) 18 (22.0%) - - -
Student 11 (22.4%) 25 (26.9%) 22 (26.8%) - - -
DUP (in months) 6.41 + 6.47 7.41 +7.54 9.72 +7.77 9.149 0.010 -
Source of referral 21.120 0.020 =
Primary care 14 (28.6%) 21 (22.6%) 35 (42.7%) - - MDD > BPD = BD
Other mental health services 13 (26.5%) 14 (15.1%) 12 (14.6%) - - MDD > BD
Emergency room 10 (20.4%) 42 (45.2%) 23 (28.0%) - - -
Family members 6 (12.2%) 6 (6.5%) 8 (9.8%) - - BD > BPD
Self-referral 5 (10.2%) 6 (6.5%) 2 (2.4%) - - -
School/social services 1(2.0%) 4 (4.3%) 2 (2.4%) - - -
Past hospitalization 14 (28.6%) 45 (48.4%) 30 (36.6%) 5.797 0.049 BD > BPD
Past specialist contact 21 (42.9%) 35 (37.6%) 33 (40.2%) 0.380 0.827 -
Age at first past specialist contact 17.80 + 6.69 19.60 + 8.26 22.82 +6.85 4.587 0.101 -
Substance misuse (at? entry) 28 (57.1%) 34 (36.6%) 28 (34.1%) 7.615 0.022 BPD > MDD
Past suicide attempt 8 (16.3%) 9 (9.7%) 15 (18.3%) 2.855 0.240 -
Past self-harm 20 (40.8%) 30 (321.3%) 35 (42.7%) 2.231 0.328 -

Note. BPD = Borderline Personality Disorder; FEP = First Episode Psychosis; BD = Bipolar Disorder; MDD = Major Depressive Disorder;
DUP = Duration of Untreated Psychosis. Frequencies (percentages), mean = standard deviation, Chi-squared test (X?) and Kruskal-Wallis H
test (X?) values are reported. Post-hoc test results is also reported. Statistically significant p values are in bold.

baseline primary diagnosis of schizophreniform disorder
(n =13; 26.5%), substance-induced psychotic disorder (n = 13;
26.5%), psychotic disorder not otherwise specified (n = 11;
22.4%) and brief psychotic disorder (n = 10; 20.4%). Sociode-
mographic and clinical characteristics of the three subgroups
are shown in the Table 1.

Baseline results

Compared to FEP/BD, FEP/BPD participants showed a
greater percentage of past hospitalization and a higher rate
of emergency room as primary source of referral to the Pr-
EP program (Table 1). They also had a higher PANSS “Affect”
factor score (especially higher PANSS “Depression”,
“Somatic Concern” and “Active Social Avoidance” item sub-
scores) and a lower PANSS “Excitement” factor score (espe-
cially lower PANSS “Excitement” and “Grandiosity” item
subscores). Finally, they showed a higher rate of antidepres-
sant prescription and a lower rate of mood stabilizer pre-
scription at entry (Table 2).

In comparison with FEP/MDD, FEP/BPD individuals were
more frequently singles and had a shorter DUP and a higher
percentage of males and a higher rate of substance misuse
at presentation (Table 1). Moreover, they showed a lower
rate of antidepressant prescription and a lower PANSS “Poor
Rapport” and “Active Social Avoidance” item subscores
(Table 2).

Longitudinal results

One hundred and thirteen participants (50.4% of the FEP
total sample) concluded the 2-year follow-up period (see
Supplementary Materials [Table $1] for details). Among sub-
jects who did not complete the follow-up, 40 dropped out
the Pr-EP program (16 of them before the 1-year assessment
time) and 71 were disengaged in accordance with the treat-
ment staff (44 for clinical improvement and 27 because mov-
ing outside the catchment area and they could not be
contacted for follow-up assessments). No statistically signifi-
cant inter-group differences in outcome parameters were
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Table 2 Baseline psychopathological and Pr-EP treatment characteristics of the 3 FEP subgroups (n = 224).

Variable FEP/BPD FEP/BD FEP/MDD X2 p Post-hoc
(n=49) (n=93) (n=82)
PANSS “Positive” factor 18.00 + 4.66 17.44 +7.06 15.58 &+ 5.91 2.537 0.281
PANSS “Negative” factor 21.19+7.98 19.92 +£9.32 23.58 +10.71 3.497 0.174
PANSS “Disorganization” factor 19.12 +8.32 20.47 +7.83 19.88 +7.35 0.830 0.660 -
PANSS “Affect” factor 17.96 + 5.05 14.41 +5.43 16.42 +5.24 8.105 0.017 BPD > BD
PANSS “Excitement” factor 8.27 +3.48 11.05 +5.92 8.52 + 3.46 6.207 0.045 BD > MDD = BPD
PANSS total score 87.96 + 19.61 86.44 + 25.74 87.10 £+ 22.30 0.162 0.922 -
PANSS P1 Delusions 4.81+1.70 4.30 £+ 2.02 4.14+1.78 2.190 0.335
PANSS P2 Conceptual disorganization 2.96 +1.68 3.23+1.83 2.47 £1.32 4.472 0.107
PANSS P3 Hallucinatory behavior 2.85+1.76 2.85+2.05 3.12+1.88 0.954 0.621 -
PANSS P4 Excitement 1.35+0.74 2.94+2.33 1.84 +1.42 11.443 0.003 BD > MDD = BPD
PANSS P5 Grandiosity 1.69 +1.19 2.95+2.13 1.60 + 1.07 14.045 0.001 BD > MMD = BPD
PANSS P6 Suspiciousness/persecution 4.81 +£1.81 4.24 +1.90 4.08 +1.52 2.821 0.244 -
PANSS P7 Hostility 2.85+1.74 3.11+1.89 2.22 +1.25 5.993 0.056 -
PANSS N1 Blunted affect 2.96 +1.66 2.29+1.22 3.00 +1.35 7.626 0.022 MDD > BD
PANSS N2 Emotional withdrawal 3.38+1.44 2.85 +1.46 3.30+ 1.55 3.448 0.178 -
PANSS N3 Poor rapport 3.49 +£2.36 3.48 +£2.47 4.51 +2.64 7.737 0.021 MDD > BPD = BD
PANSS N4 Passive social withdrawal 4.33 +£2.09 3.94+2.30 4.85 +2.45 6.702 0.035 MDD > BD
PANSS N5 Difficulty in abstract thinking 3.27 £2.15 3.24+2.22 3.55+2.53 0.509 0.775 -
PANSS N6 Lack of spontaneity 3.06 +2.18 3.12 +2.27 3.85+2.45 5.169 0.075
PANSS N7 Stereotyped thinking 3.06 +2.25 3.01 £2.59 3.73+2.45 4.384 0.112 -
PANSS G1 Somatic concern 3.00 +2.08 2.06 +1.45 3.10+1.86 11.351 0.003 MDD = BPD > BD
PANSS G2 Anxiety 4.62 +1.50 4.00 + 1.69 4.18 +1.10 3.202 0.202 -
PANSS G3 Guilt feelings 2.77 +1.68 2.12 +£1.51 2.68 +1.89 4.502 0.105
PANSS G4 Tension 3.58 +1.98 1.50 +1.21 2.46 +1.98 5.422 0.066
PANSS G5 Mannerisms and posturing 1.46 £1.24 3.17 £1.93 1.72 £1.05 4.202 0.122 -
PANSS G6 Depression 4.00 +1.39 1.74+1.93 4.00 +1.59 7.674 0.022 BPD = MDD > BD
PANSS G7 Motor retardation 1.85+1.32 1.74 +1.09 2.24+1.38 4.493 0.106 -
PANSS G8 Uncooperativeness 1.96 +1.28 2.35+1.75 2.34+1.32 2.056 0.358
PANSS G9 Unusual thought content 3.85+2.03 3.11+2.16 2.84+1.49 4.087 0.130
PANSS G10 Disorientation 1.54 +1.03 1.83 +1.28 1.74 +£ 0.90 1.696 0.428
PANSS G11 Poor attention 2.69 + 1.46 2.83+1.72 2.73 +£1.56 0.128 0.938
PANSS G12 Lack of judgment/insight 3.42 +£1.96 3.15+2.10 2.84+1.36 1.132 0.568
PANSS G13 Disturbance of volition 1.85+1.62 2.23+1.77 2.04 +1.21 1.995 0.369
PANSS G14 Poor impulse control 2.37 +1.76 2.75+2.03 2.56 +1.83 0.896 0.639
PANSS G15 Preoccupation 3.77+1.70 3.14+1.81 3.30+ 1.64 1.870 0.393 -
PANSS G16 Active social avoidance 4.51 +£2.02 3.95+2.34 5.27 +2.24 15.169 0.001 MDD > BPD > BD
GAF score 44.72 +12.33 45.26 + 12.56 46.25 +9.93 0.290 0.856 -
HoNOS “Behavioral problems” domain 4.10 +2.50 3.89 +2.56 3.82+2.49 0.566 0.452
HoNOS “Impairment” domain 2.82 +£1.90 2.80 +2.09 3.39 +2.46 0.011 0.917
HoNOS “Psychiatric symptoms” 10.02 + 3.73 10.31 + 3.44 10.54 + 3.20 0.186 0.667
domain
HoNOS “Social problems” domain 7.10 £ 3.61 6.67 +4.00 8.00 + 4.22 0.819 0.365
HoNOS total score 24.04 +7.99 23.67 +9.02 25.74 +9.26 0.250 0.617
overactivity/overactivity 1.49 £1.19 1.95+1.27 1.74 +1.34 3.923 0.141
HoNOS 2 Self-harm 1.77 +£1.29 0.82 +1.15 1.07 +1.26 2.538 0.281
HoNOS 3 Substance abuse 1.61 +1.52 1.13 +£1.37 1.00 +1.21 4.977 0.085
HoNOS 4 Cognitive impairment 1.80 +1.15 1.92 +1.29 2.07 +£1.27 1.904 0.386
HoNOS 5 Physical impairment 1.95 +1.25 1.02 +1.16 1.32 +1.38 5.086 0.079
HoNOS 6 Hallucinations/delusions 2.84+1.18 3.12 £ 1.02 3.10+1.04 2.116 0.347 -
HoNOS 7 Depressed mood 2.29 £1.15 2.04+1.42 2.74+1.12 11.458 0.003 MDD > BD
HoNOS 8 Other mental problems 2.71 £1.02 2.75+1.20 2.60 +1.17 1.087 0.581 -
HoNOS 9 Relationships 2.55+1.00 2.31 £1.15 2.72 £1.16 6.637 0.036 MDD > BD
HoNOS 10 Daily living 1.96 +£1.15 1.96 +1.27 2.38+1.36 5.649 0.059 -
HoNOS 11 Living condition 1.33+1.26 1.23 +1.35 1.54 +1.38 2.425 0.297
HoNOS 12 Occupation/activities 1.27 £1.33 1.17 £1.29 1.37 £1.36 0.927 0.629
HoNOS 13 Unreasonable beliefs 2.18 +£1.58 2.40 + 1.47 2.10 £+ 1.51 0.909 0.304
Antipsychotic prescription 38 (77.6%) 80 (86%) 61 (74.4%) 3.980 0.143 -
Antidepressant prescription 6 (12.2%) 2 (2.2%) 57 (69.5%) 104.566 0.001 MDD > BPD > BD
Mood stabilizer prescription 4 (8.2%) 48 (51.6%) 7 (8.5%) 52.367 0.001 BD > BPD = MDD
Benzodiazepine prescription 17 (34.7%) 29 (31.2%) 39 (47.6%) 5.246 0.073 -
Individual Psychotherapy proposal 40 (81.6%) 63 (68.5%) 69 (84.1%) 6.756 0.034 MDD > BD
acceptance
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Table 2 (Continued)
Variable FEP/BPD FEP/BD FEP/MDD X2 p Post-hoc
(n=49) (n=93) (n=282)

Family Psychoeducation proposal 33 (67.3%) 56 (60.2%) 48 (58.5%) 1.062 0.588
acceptance

Case Management proposal 38 (77.6%) 67 (72.0%) 61 (74.4%) 0.513 0.774
acceptance

1-year cumulative Drop-out rate 3 (6.1%) 6 (6.5%) 7 (8.5%) 0.384 0.825

2-year cumulative Drop-out rate 11 (22.4%) 13 (14.0%) 16 (19.5%) 1.811 0.404

1-year cumulative new Hospitalization 6 (12.2%) 17 (18.3%) 17 (20.7%) 1.525 0.466
rate

2-year cumulative new Hospitalization 6 (12.2%) 21 (22.6%) 20 (24.4%) 2.974 0.226
rate

1-year cumulative Attempted Suicide 2 (4.1%) 2 (2.2%) 3 (3.7%) 0.517 0.772
rate

2-year cumulative Attempted Suicide 2 (4.1%) 4 (4.3%) 4 (4.9%) 0.056 0.973
rate

1-year cumulative Self Harm rate 5 (10.2%) 7 (7.5%) 9 (11.0%) 0.661 0.719

2-year cumulative Self Harm rate 5 (10.2%) 8 (8.6%) 9 (11.0%) 0.288 0.866

Note. BPD = Borderline Personality Disorder; FEP = First Episode Psychosis; BD = Bipolar Disorder; MDD = Major Depressive Disorder; Pr-
EP = Parma Early Psychosis program; PANSS = Positive And Negative Syndrome Scale; GAF = Global Assessment of Functioning;
HoNOS = Health of the Nation Outcome Scale. Frequencies (percentages), mean = standard deviation, Chi-squared test (X?) and Kruskal-
Wallis H test (X2) values are reported. Post-hoc test results are also reported. Statistically significant p values are in bold.

found (see Supplementary Materials [Tables S2-S6] for
details)

Mixed-design ANOVA results on repeated measures (i.e.,
“within-subject” effect) showed a significant effect of time
on all HoNOS, PANSS and GAF scores (Table 3). Notably, a sta-
tistically significant group effect was observed: i.e., both
FEP/MDD and FEP/BD participants showed higher improve-
ments in HONOS “Psychiatric Symptoms” domain subscores
across the 2-year follow-up period in comparison with FEP/
BPD subgroup (Table 4).

Discussion

The results of this study showed that FEP/BPD subjects at
baseline had specific sociodemographic and clinical fea-
tures in comparison with FEP/MDD and FEP/BD patients.
Specifically, compared to BD presenting as FEP, they had
less access to the hospital (i.e., a lower rate of past hospi-
talization and a lower percentage of emergency room as
primary source of referral), lower excitement levels and
higher severity levels in anxious-depressive symptoms.
This could have contributed to their higher rate of antide-
pressant prescription and their lower rate of mood stabi-
lizer prescription at entry.

In line with our findings, a recent systematic review on
clinical features at BD presentation showed that depressive
symptoms have an earlier onset in BPD than in BD, and that
BD patients have more frequently mixed or manic symp-
toms.*? According to Paris,** the BPD onset is more com-
monly accompanied by transient and less severe mood shifts
(especially as depressive polarity), whereas BD is associated
with sustained mood changes. Although BD and BPD share
overlapping phenomenology and are frequently misdiag-
nosed,* their distinction is of clinical relevance because
misdiagnosis may deprive patients of potentially effective

treatment (already at the onset of their psychopathological
trajectories), whether it is psychotherapy for BPD or medi-
cation for BD.*

Compared to MDD presenting as FEP, our FEP/BPD partici-
pants showed no significant baseline differences in depres-
sive symptoms and severity levels of both general and
psychotic psychopathology (despite having a lower rate of
antidepressant prescription). At entry, they were more likely
to be male and single, and showed a shorter DUP, a higher
rate of substance misuse and a higher interpersonal func-
tioning.

Although not specifically recruiting subjects with first-
episode affective psychosis as comparison group, the “Early
Psychosis Prevention and Intervention Centre” (EPPIC)
cohort differently showed that FEP patients with co-occur-
ring borderline personality psychopathology at entry were
more likely to be younger and female compared to individu-
als with FEP alone.*® In line with our findings, they had a
higher baseline prevalence of current substance abuse.*” In
this sense, substance misuse may be considered as a specific
behavioral problem that more frequently characterize the
onset of FEP with comorbid BPD diagnosis rather than first-
episode depression with psychotic features. In our BPD indi-
viduals, it could also induce a shorter DUP, due to the prob-
lematic nature of pathological addiction behavior and/or its
related help-seeking request.“® However, the DUP decrease
in FEP/BPD patients may also be associated with their higher
social/interpersonal ability and their more effective help-
seeking behavior,*° as suggested by their lower baseline
PANSS “Poor Rapport” and “Active Social Avoidance” item
subscores compared to FEP/MDD patients.

In this investigation, mixed-design ANOVA results showed
a statistically significant effect of time on all psychopatho-
logical and clinical parameters in the three FEP subgroups.
However, across the follow-up, a statistically relevant group
effect was found on HoNOS “Psychiatric Symptoms” domain
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Table 3  Mixed-design ANOVA results: psychopathological and outcome characteristics across the 2-year follow-up period in the
FEP total sample (n = 224).
Variable Time effect Group effect (BPD vs. BD vs MDD) Post-hoc test
df F p n? df F p 0
PANSS Positive factor 1.7  36.449 0.0001 0.347 2 0.128 0.880 0.004
PANSS Negative factor 1.7  36.469 0.0001 0.374 2 0.855 0.430 0.027
PANSS Disorganization factor 1.6 51.449 0.0001 0.462 2 0.450 0.640 0.015
PANSS Affect factor 1.7  35.451 0.0001 0.368 2 0.326 0.723 0.011
PANSS Excitement factor 1.6  21.041 0.0001 0.256 2 1.737 0.185 0.054
PANSS Total score 1.8  63.998 0.0001 0.516 2 0.096 0.909 0.003
HoNOS “Behavioral problems” 1.6 91.488 0.0001 0.478 2 1.382 0.256 0.027
domain
HoNOS “Impairment” domain 1.5 57.435 0.0001 0.365 2 1.057 0.351 0.021 -
HoNOS “Psychiatric symptoms” 1.8 127.458  0.0001 0.560 2 7.246 0.001 0.127 MDD =BD > BPD
domain
HoNOS “Social problems” 1.6  71.018 0.0001 0.415 2 0.753 0.473 0.015
domain
HoNOS Total score 1.6 160.370  0.0001 0.616 2 1.693 0.189 0.033
GAF 1.6  62.538 0.0001 0.494 2 0.481 0.621 0.015

Note. As all Mauchly’s tests of sphericity are statistically significant (p<0.05), Greenhouse—Geisser corrected degrees of freedom to assess
the significance of the corresponding F value are used. Statistically significant p values are in bold. ANOVA = analysis of variance;
BPD = Borderline Personality Disorder; BD = Bipolar Disorders; MDD = Major Depressive Disorder; PANSS = Positive And Negative Syndrome
Scale; GAF = Global Assessment of Functioning; HoNOS = Health of the Nation Outcome Scale; df = degrees of freedom; F = F statistic

value; p = statistical significance; n* = partial eta square.

scores in FEP/BPD patients compared to both FEP/MDD and
FEP/BD participants. This suggests lower beneficial effects
of specialized Pr-EP interventions on BPD psychopathology
and a need to differentiate EIP protocols according to cate-
gorical diagnosis, as well as to implement adapted and non-
stigmatizing care for FEP individuals with BPD comorbidity.
In this respect, a pilot study on young patients with FEP and
BPD showed the feasibility and efficacy of a hybrid psychoso-
cial program combining elements of early intervention for
BPD within specialized FEP interventions.”’

Limitations

A first methodological limitation was the relatively small
sample sizes of our 3 subgroups. This could explain the lack
of statistically relevant inter-group differences in outcome
parameters. Therefore, future studies on larger FEP popula-
tions meeting BPD diagnostic criteria and/or with first epi-
sode affective psychosis are needed.

Second, we specifically examined FEP individuals in a
“real-world” clinical setting primarily aimed at providing
specialized EIP interventions within community mental
healthcare services. Thus, our results should be compared
only to similar clinical populations.

Another important limitation was related to the diagnos-
tic assessment procedure. In this research, the DSM-5 diag-
noses were formulated both at baseline and after the 2-year
follow-up period, and only individuals with BPD as final diag-
nosis were included in the FEP/BPD subgroup. Thus, our find-
ings should be compared exclusively to similar FEP/BPD
populations. Indeed, comparison difficulties could arise
using different assessment strategies to categorize FEP sub-
jects with BPD (such as the BPD screening instrument, which
does not use a structured clinical interview method to

differentiate the categorical disorder from its subthreshold
features).

Fourth, another concern included the use of BPD
instead of “Emotionally Unstable Personality Disorder” or
personality disorder traits in adolescence. Indeed, some
authors suggested that BPD in adolescents (especially
under the age of 25) can be a harmful, invalid construct
that is unnecessary for effective treatments and evalua-
tion of alternatives.’? However, in this investigation, no
BPD participants was under the age of 16 at baseline and
her/his primary diagnosis was generally reformulated after
two years of follow-up.

An additional weakness was related to the use of the
SCID-5 and the SCID-5-PD in adolescents (instead of other
widely used instruments, such ad the “Kiddie Schedule for
Affective Disorders and Schizophrtenia” [K-SADS]).>* How-
ever, the SCID-5 and the SCID-5-PD are the most used diag-
nostic clinical interviews in mixed adolescent and young
adult FEP populations, especially in order to make the diag-
nostic process more homogeneous and coherent.

Furthermore, the current study was designed within a
specialized EIP program not specifically focused on BPD in
FEP. Indeed, BPD psychopathology was not longitudinally
assessed. Therefore, future prospective studies exploring
BPD symptoms with more specific assessment instruments
(such as the “BPD Checklist”)** are needed. This is of pri-
mary importance, since investigations exploring BPD in FEP
samples are still relatively scarce and the presence of psy-
chotic symptoms in BPD patients is a well-known clinical
indicator of illness severity and poor prognosis.

Finally, we did not assess the presence of autism spec-
trum disorders, which are frequently documented in some of
these young people, especially in child and adolescent men-
tal health services.



Table 4

Post-hoc test on psychopathological and outcome characteristics across the 2-year follow-up period among the 3 FEP subgroups.

Variables in FEP/BDP patients

TOvs. T1 (n = 35)

TOvs. T2 (n=21)

T1vs. T2 (n =21)

MD SE p 95% CI MD SE p 95%Cl MD SE p 95% Cl
PANSS Positive factor 6.167 1.905 0.023 1.271; 11.063 7.400 1.939 0.019 2.016; 12.784 0.600 0.927 0.533 -1.975; 3.175
PANSS Negative factor 10.500 2.742 0.012 3.452; 17.548 14.600 3.219 0.011 5.663; 23.537 3.200 1.319 0.072 -0.462; 6.862
PANSS Disorganization factor 9.000 2.503 0.016 2.565; 15.435 13.600 2.293 0.004 7.232; 19.969 3.000 2.098 0.226 -2.284; 8.824
PANSS Affect factor 6.500 1.727 0.013 2.060; 10.940 9.000 2.168 0.014 2.981; 15.019 2.400 0.748 0.033 0.322; 4.478
PANSS Excitement factor 3.167 1.078 0.032 0.397; 5.937 4.200 1.020 0.015 1.369; 7.031 1.400 0.600 0.080 -0.266; 2.333
PANSS Total score 35.833 6.645 0.003 18.751; 52.916 49.800 5.342 0.001 34.967; 64.633 11.000 4.722 0.080 -2.111; 24.111
HoNOS “Behavioral problems” domain 1.963 0.502 0.0001 0.931; 2.995 2.632 0.583 0.0001 1.406; 3.857 1.211 0.224 0.0001 0.740; 1.681
HoNOS “Impairment” domain 1.963 0.313 0.0001 1.319; 2.607 1.947 1.615 0.0001 1.169; 2.726 0.211 0.249 0.408 -0.312; 0.733
HoNOS “Psychiatric symptoms” domain 4,222 0.684 0.0001 2.816; 5.629 3.2947 0.782 0.005 3.305; 6.590 1.579 2.143 0.009 0.546; 2.612
HoNOS “Social problems” domain 2.741 0.571 0.0001 1.566; 3.915 2.947 0.850 0.003 1.162; 4.733 0.632 0.447 0.175 -0.308; 1.571
HoNOS Total score 10.889 1.603 0.0001 7.593; 14.185 12.474 2.068 0.0001 8.129; 16.819 3.632 0.909 0.001 1.722; 5.541
GAF -14.000 7.711 0.112 -32.288; 4.234 -25.143 5.262 0.003 -38.018; -12.268 -9.571 4.540 0.080 -20.681; 1.538
Variables in FEP/BD patients TOvs. T1 (n=76) TOvs. T2 (n = 46) T1vs. T2 (n = 46)

MD SE p 95% Cl MD SE p 95% ClI MD SE p 95% Cl
PANSS Positive factor 4.700 1.000 0.0001 2.677;6.723 6.545 0.892 0.0001 4.729; 8.362 2.030 0.749 0.011 0.504; 3.557
PANSS Negative factor 7.075 1.365 0.0001 4.314; 9.836 9.576 1.647 0.0001 6.222; 12.930 2.152 1.318 0.112 -0.533; 4.836
PANSS Disorganization factor 6.100 0.972 0.0001 4.134; 8.066 8.667 1.353 0.0001 5.911; 11.423 2.061 0.966 0.041 0.092; 4.029
PANSS Affect factor 3.775 0.613 0.0001 2.534;5.016 4.879 0.746 0.0001 3.359; 6.398 0.939 0.694 0.185 -0.473; 2.352
PANSS Excitement factor 3.650 0.809 0.0001 2.014; 5.286 5.515 1.109 0.0001 3.257;7.774 1.424 0.733 0.049 0.003; 1.942
PANSS Total score 25.850 3.643 0.0001 18.481; 33.219 35.970 4.450 0.0001 26.905; 45.034 8.788 3.819 0.028 1.008; 16.568
HoNOS “Behavioral problems” domain 2.111 0.318 0.0001 1.470; 2.752 3.350 0.390 0.0001 2.561; 4.139 1.300 0.291 0.0001 0.711; 1.889
HoNOS “Impairment” domain 1.044 0.260 0.0001 0.520; 1.569 1.775 0.329 0.0001 1.109; 2.441 0.725 0.209 0.001 0.303; 1.147
HoNOS “Psychiatric symptoms” domain 2.689 0.482 0.0001 1.718; 3.660 4.675 3.339 0.0001 0.528; 3.607 1.925 0.378 0.0001 1.161; 2.689
HoNOS “Social problems” domain 2.911 0.575 0.0001 1.751; 4.071 3.750 0.598 0.0001 2.541; 4.959 0.700 0.038 0.071 -0.064; 1.464
HoNOS Total score 8.756 1.282 0.0001 6.172; 11.33 13.550 1.374 0.0001 10.770; 16.330 4.650 0.915 0.0001 2.800; 6.500
GAF -16.595 2.550 0.0001 -21.745; -11.445 -24.941 2.894 0.0001 -30.738; -19.145 -6.676 1.829 0.001 -10.398; -2.955
Variables in FEP/MDD patients TOvs. T1 (n = 64) TOvs. T2 (n =46) T1vs. T2 (n =46)

MD SE p 95% Cl MD SE p 95% Cl MD SE p 95% Cl
PANSS Positive factor 4.735 0.856 0.0001 2.993; 6.477 6.038 1.031 0.0001 3.915; 8.162 1.115 0.652 0.100 -0.228; 2.459
PANSS Negative factor 7.676 1.118 0.0001 5.403; 9.950 10.500 1.849 0.0001 6.692; 14.308 1.538 1.624 0.353 -1.806; 4.883
PANSS Disorganization factor 6.182 1.071 0.0001 4.001; 8.363 9.080 1.531 0.0001 5.921; 12.239 1.654 0.589 0.066 -0.116; 3.423
PANSS Affect factor 4.676 0.726 0.0001 3.199; 6.154 5.500 1.340 0.0001 2.741; 8.259 0.269 1.114 0.811 -2.206; 2.564
PANSS Excitement factor 2.765 0.537 0.0001 1.671; 3.858 4.115 0.757 0.0001 2.556; 5.675 0.538 0.438 0.230 -0.363; 1.440
PANSS Total score 26.667 21.071 0.0001 19.195; 34.138 36.160 5.237 0.0001 25.351; 46.969 5.115 19.749 0.199 -2.861; 13.092
HoNOS “Behavioral problems” domain 2.059 0.305 0.0001 1.447; 2.671 2.909 0.353 0.0001 2.197; 3.621 0.864 0.197 0.0001 0.467; 1.260
HoNOS “Impairment” domain 1.510 0.317 0.0001 0.872; 2.147 2.182 0.332 0.0001 1.512; 2.851 0.727 0.154 0.0001 0.417; 1.037
HoNOS “Psychiatric symptoms” domain 3.392 0.367 0.0001 2.654; 4.130 4.818 0.434 0.0001 3.943; 5.694 1.591 0.370 0.0001 0.845; 2.337
HoNOS “Social problems” domain 3.667 0.459 0.0001 2.745; 4.589 4.455 0.451 0.0001 3.545; 5.364 0.955 0.346 0.008 0.258; 2.672
HoNOS Total score 10.627 1.096 0.0001 12.153; 16.575 14.364 1.096 0.0001 12.153; 16.575 4.136 0.802 0.0001 2.519; 5.574
GAF -13.941 2.322 0.0001 -18.666; -9.216 -17.846 2.475 0.0001 -22.943; -12.749 -3.192 1.503 0.044 -6.287; -0.097
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Note. FEP = First Episode Psychosis; BDP = Borderline Personality Disorder; BD = Bipolar Disorder; MDD = Major Depressive Disorder; PANSS = Positive And Negative Syndrome Scale;
HoNOS = Health of the Nation Outcome Scale; GAF = Global Assessment of Functioning; MD = Mean difference; SE = Standard Error; TO = baseline assessment; T1 = 1-year assessment time;
T2 = 2-year assessment time; p = statistical significance; 95% Cl = 95% Confidence Intervals. Statistically significance p values are in bold.
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Conclusions

Psychotic symptoms may characterize individuals with BPD
as categorical disorder at the presentation within EIP serv-
ices. The results of this investigation suggest that BPD repre-
sents a FEP subgroup with specific clinical and
sociodemographic features that are helpful in differentiat-
ing it from first episode affective psychosis. In particular,
this FEP subgroup is usually recruited within specialized EIP
services for having initial unstable and/or undefined psy-
chotic diagnoses (such as schizophreniform disorder, psy-
chotic disorder not otherwise specified or brief psychotic
disorder) or for a substance-induced psychotic disorder.
Therefore, it is crucial to explore and detect the underlying
BPD condition in the clinical practice, especially for provid-
ing more specific and appropriate therapeutic interventions.

In this respect, compared to FEP/BD at entry, our FEP/
BPD showed lower excitement, more severe depressive
symptoms and a lower rate of hospital admission. In compar-
ison with FEP/MDD, they showed a higher rate of current
substance misuse, la ower interpersonal impairment and a
shorter DUP.

Finally, traditional EIP interventions seem to be less
effective in FEP/BPD individuals compared to first episode
affective psychosis. Therefore, future investigation estab-
lishing appropriate treatment guidelines for this complex
patient group (such as the “Good Psychiatric Manage-
ment”)°” is needed.
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