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ABSTRACT

Background: Bipolar disorder (BD) is a debilitating mental health condition, often undiagnosed for
years, which significantly impacts individuals and society. Early detection is crucial for improving
treatment outcomes and reducing disability.

Methods: This cross-sectional study involved 300 adolescents and young adults at a private hospital.
Participants were assessed using standardized diagnostic procedures and early recognition
instruments. Data collected included sociodemographic information, psychiatric history, substance
use, and treatment history, analyzed through SPSS version 26.

Results: Among the participants, 70 were identified as at risk for or manifesting BD, while 230 were
not. Significant differences were found in substance use, with higher rates of nicotine (40% vs.
26.96%), alcohol (30% vs. 20%), and cannabis (48.57% vs. 33.91%) in the at-risk group. Furthermore,
71.43% of the at-risk group were diagnosed with mood disorders compared to 38.26% in the not-at-
risk group. A notable 17.14% of the at-risk group had a diagnosis of manic episodes/Bipolar affective
disorder, absent in the not-at-risk group. Individuals at risk showed a greater prevalence of
comorbidity and a higher history of psychiatric treatment.

Conclusion: The findings emphasize the importance of early detection and intervention for BD in
adolescents and young adults. Identifying at-risk individuals and addressing their unique needs can
enhance treatment efficacy and improve long-term outcomes. This study underscores the need for
structured early detection programs within healthcare systems.

Keywords: Bipolar disorder, early detection, adolescents, treatment recommendations, mental health,
comorbidity.

INTRODUCTION

Bipolar disorder (BD) is a complex mental health condition characterized by a spectrum of symptoms,
including manic, hypomanic, depressive, mixed, and psychotic features. These symptoms can lead to
chronically debilitating patterns that pose significant challenges for effective treatment. [1] According
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to the World Health Organization Global Burden of Disease Study, BD ranks among the top ten causes
of disability globally, affecting approximately 3 million individuals within the European Union alone.
[2] The prevalence of BD is estimated to be between 1% and 3% of the population [3], highlighting
its substantial impact on public health.

Despite the availability of effective therapeutic approaches, there remains a significant delay
averaging six years between the onset of BD symptoms and the initiation of appropriate treatment [4,
5, 6] This treatment delay is critically associated with poorer functional outcomes, an increased risk
of suicide, and diminished responses to mood-stabilizing medications. [7] Recent findings from early
detection centers indicate that individuals at risk for developing BD often exhibit significantly
impairing subsyndromal symptoms years prior to the full manifestation of the disorder [8, 2].
Therefore, early identification and timely intervention for at-risk individuals present promising
opportunities to improve outcomes for those with BD. [9, 10]

Research indicates that BD is frequently preceded by precursor symptoms. [11, 12] However,
identifying at-risk individuals is complicated due to the intricate nature of BD and its varied symptom
presentations in adolescents and young adults. [7] A systematic review highlighted that a family
history of BD is one of the most potent risk factors for developing the disorder, [13] although it lacks
specificity as it may also predict other mental health conditions. [14] Other significant predictors
include subsyndromal manic and depressive symptoms as well as mood swings prior to the onset of
BD. [7]

Various additional risk factors have been identified, including characteristics of the first depressive
episode that may heighten the risk of transitioning to BD such as increased suicidality and feelings of
worthlessness. [15] Changes in sleep patterns and circadian rhythms, childhood anxiety, attention-
deficit/hyperactivity disorder (ADHD), as well as personality traits like extraversion and novelty-
seeking have also been implicated as potential risk factors for BD. [7]

Environmental influences such as stressful life events, substance abuse, and a history of antidepressant
use further complicate the landscape of risk factors associated with BD. [7]

In response to this pressing need for early identification, several research groups have developed early
detection instruments aimed at identifying young individuals at heightened risk for developing BD.
Instruments such as EPIlbipolar [16], BPSS-FP, and BARS criteria have shown promising
psychometric properties in initial studies. [7] However, previous investigations into the early course
and transition rates of BD have varied significantly in terms of methodology and sampling. An
overview of prospective studies examining transition rates among help-seeking patients at youth
mental health services or early detection centers reveals a critical gap in parallel application of these
early detection instruments across diverse cohorts. [17, 18]

This study presents findings from the Early Detection and Intervention Center aims to addressing
these gaps through systematic evaluation and treatment recommendations for help-seeking
adolescents and young adults.

MATERIALS AND METHODS

The present study was a cross-sectional analysis conducted at a private hospital, involving a total of
230 participants. These participants were divided into two groups: those not at risk for and without
manifest mania or bipolar disorder (N=230) and those at risk for or with manifest mania/bipolar
disorder (N=70). Comprehensive assessments were performed by trained clinical psychologists and/or
psychiatrists using a standardized, stepped diagnostic procedure.  Patients were assessed by clinical
psychologists and/or psychiatrists using a comprehensive standardized, stepped diagnostic procedure
that included early recognition instruments when indicated. Treatment was based on the best available
evidence, with recommendations potentially covering pharmacotherapy, psychotherapy,
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sociotherapy, and additional specialized diagnostics. The individuals at risk for or with manifest
mania or bipolar disorder involved a comprehensive approach. Initial assessments included collecting
sociodemographic data such as age, gender, and education level, as well as documenting the reasons
for seeking help. A detailed psychiatric history was obtained, covering family history, past treatment
experiences, and substance use.

Structured clinical interviews using the German version of the Structured Clinical Interview for DSM-
IV Axis | and Il disorders were conducted by trained clinicians. Additionally, risk assessment tools
like the Early Phase Inventory for Bipolar Disorders (EPIbipolar) and the Bipolar Prodrome Symptom
Scale-Full Prospective (BPSS-FP) were utilized to evaluate subthreshold manic and depressive
symptoms. Participants were diagnosed according to DSM-IV criteria. A follow-up procedure was
implemented for individuals diagnosed with bipolar disorder or identified as at risk, potentially
offering additional support or treatment recommendations. Quality assurance measures included
regular training for clinicians to maintain consistency and reliability in diagnostic practices and
assessments.

DATA ANALYSIS:

Statistical analyses included t-tests and chi-square tests to compare means and categorical data,
respectively. Data were compiled using Microsoft Excel and analyzed with SPSS version 26 (IBM
Corp., Armonk, NY). Quantitative data were presented as mean * standard deviation, while
categorical data were summarized using frequencies and percentages. Chi-square tests were used for
comparing categorical variables, and t-tests were employed for continuous variables, with p < 0.05
considered statistically significant.

RESULTS
Table-1: Distribution according to Age, Gender and Education
At-risk for or

Not at-risk for and no manifest mania/ | manifest mania/

Bipolar Disorder (N=230) Bipolar Disorder | t-test P-value
Age (N=70)

Mean SD Mean SD

24.01 6.3 24.3 4.7 0.356 | 0.72
Gender No. of Cases % No. of Cases | % Chi-Sq | P-value
Female 101 43.91% 40 57.14%

3.75 0.052

Male 129 56.09% 30 42.86%
Education
Studies not 0 0
fnished (yet) 23 10.60% 5 7.94%
9th or 10th grade | 82 37.79% 19 30.16%
a-level 80 36.87% 34 53.97% | 6.36 0.17
University level | 25 11.52% 4 6.35%
No educational 7 3.93% 1 1.59%
degree

The analysis revealed no significant age difference between the not at-risk and at-risk/manifest mania
groups (p = 0.72). Gender showed a trend towards significance (p = 0.052), with a higher proportion
of females in the at-risk group. Educational attainment did not significantly differ between the groups
(p=0.17).
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Table-2: Distribution according to First contact to the health care system for present symptoms

Not at-risk for At-risk  for  or
and no manifest . i/

. mania/  Bipolar manifest mania| - i g P-
First contact to the health care system Disorder Bipolar Disorder value
for present symptoms (N=230) (N=70)

No. of % No. of Cases | %
Cases
General practitioner or specialist 30.83 47.46
. 41 28
physician % %
Counselling center 24 3/?'05 9 (}/5’25
19.62 33.90 6.28% 0.098
Early Recognition Center 66 % 20 %
1.50 3.39
Other 2 % 2 %

The analysis of first contact with the healthcare system revealed no significant difference between the
not at-risk and at-risk/manifest mania groups (p = 0.098). A higher percentage of individuals in the
at-risk group consulted a general practitioner or specialist (47.46% vs. 30.83%), while those not at-
risk were more likely to contact an Early Recognition Center (49.62% vs. 33.90%). Contacts with
counseling centers and other options were similar between the groups.

Table-3: Distribution according to Substance use

Not at-risk for and no | At-risk for or manifest

manifest mania/ Bipolar | mania/ Bipolar Disorder | Chi-Sq P-value
Substance use | Disorder (N=230) (N=70)

No. of Cases | % No. of Cases %
Nicotine usea 62 26.96% 28 40.00% 12.84 0.0003
Alcohola 46 20.00% 21 30.00% 9.32 0.0023
Cannabisusea | 78 33.91% 34 48.57% 17.28 < 0.0001
@Z‘g’hetam'”e 24 10.43% 10 14.29% 5.76 0.016
Hallucinogen ), , 6.09% 8 11.43% 163 0.2
useb
Cocaine useb 11 4.78% 5 7.14% 2.25 0.13

The analysis of substance use revealed significant differences between the not at-risk and at-
risk/manifest mania groups. The at-risk group had higher rates of nicotine (40.00% vs. 26.96%; p =
0.0003), alcohol (30.00% vs. 20.00%; p = 0.0023), cannabis (48.57% vs. 33.91%; p < 0.0001), and
amphetamine use (14.29% vs. 10.43%; p = 0.016). No significant differences were found for
hallucinogen (p = 0.2) and cocaine use (p = 0.13).

Table-4: Distribution according to Diagnoses according to DSM-1V (current or lifetime)

Not at-risk for and no At-risk for or manifest
manifest mania/ mania/ Bipolar
Diagnoses according to DSM- | Bipolar Disorder . _ .
IV (current or lifetime) (N=230) Disorder (N=70) Chi-Sq | P-value
No. of | No. of |,
Cases & Cases &
Mental/behavioral dis. due to
psychoactive  substance use | 26 11.30% 12 17.14% 5.15 0.023
(F1x.x)
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Mental/behavioral dis. due to use 0 0

of alcohol (F10.x) 10 4.35% 9 12.86% 0.05 0.81
Mental/be_haworal dis. due to use 10 4.35% 6 8.57% 1 0.31
of cannabis (F12.x)

'(\gg?f)' (Affective)  Disorders | gg 38.26% | 50 71.43% 1046 | 0.0012
Manic episode/Bipolar affective

disorder  (wo  Hypomania) | O 0.00% 12 17.14% 12 0.0005
(F30.x-F31.x)

Depressive episode (F32.X) 42 18.26% 13 18.57% 15.29 0.0001
E{Fe?f;;r;”t depressive disorder | ,, 17.39% | 24 34.29% 4 0.045
Persistent mood  (Affective) 0 0

disorders (F34.) 12 5.22% 3 4.29% 5.4 0.0201
Neurotic, stress-related and | gq 30.00% | 19 27.14% 28.4 < 0.0001
somatoform disorders (F4x.x)

Phobic anxiety disorders and

other anxiety disorders (F40.x- | 49 21.30% 14 20.00% 19.44 <0.0001
F41.x)

gas;is)lve—compulswe disorder 8 3.48% 3 4.29% 597 0.13
Reaction to severe stress, 0 0

adjustment disorder (F43.X) 12 5.22% 4 S 71% 4 0.045
Eating disorders (F50x) 4 1.74% 5 7.14% 0.11 0.73
Specifc, mixed &  other

personality disorders (F60.x- | 10 4.35% 4 5.71% 2.57 0.108
F61.X)

ADHD/ hyperkinetic disorderc 9 3.91% 7 10.00% 0.25 0.61
(F90.x)

The analysis of DSM-1V diagnoses revealed significant differences between the not at-risk and at-
risk/manifest mania groups. The at-risk group had higher rates of mental/behavioral disorders due to
psychoactive substance use (17.14% vs. 11.30%; p = 0.023) and mood disorders (71.43% vs. 38.26%;
p = 0.0012). Notably, manic episodes/bipolar affective disorder were present in 17.14% of the at-risk
group, while absent in the not at-risk group (p = 0.0005). Higher rates of recurrent depressive disorder
(34.29% vs. 17.39%; p = 0.045) were also found. Other disorders, such as neurotic and phobic anxiety
disorders, were more prevalent in the not at-risk group.

Table-5: Distribution according to Comorbidity of above mentioned diagnoses and History of
child psychiatric treatment

Not at-risk for and no manifest | At-risk for or manifest
Comorbidity of | mania/ Bipolar Disorder | mania/ Bipolar Disorder
above mentioned | (N=230) (N=70) Chi-Sq | P-value
diagnoses No. of Cases % No. of Cases %
0 81 352006 | 11 o
1 101 43.91% | 28 290 11802 | 00001
2+ 48 20.87% | 31 3}329
History of child 15.71
psychiatric 18 7.83% 11 %' 1.68 0.19
treatment

The analysis of comorbidity of diagnoses revealed significant differences between the not at-risk and
at-risk/manifest mania groups. A higher proportion of individuals in the not at-risk group had no
comorbid conditions (35.22% vs. 15.71%; p = 0.0001), while the at-risk group exhibited a greater
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prevalence of multiple diagnoses, with 44.29% having two or more comorbidities compared to
20.87% in the not-at-risk group. Additionally, the rates of history of child psychiatric treatment were
higher in the at-risk group (15.71% vs. 7.83%), though this difference was not statistically significant
(p =0.19).

Table-6: Distribution according to History of psychiatric treatment/ medication treatment

Not at-risk for and no | At-risk for or manifest
manifest mania/ Bipolar | mania/ Bipolar | Chi-Sq P-value
Disorder (N=230) Disorder (N=70)
No. of No. of
Cases % Cases %
Outpatient 10 4.35% 5 7.14% 1.66 0.196
Inpatient 8 3.48% 9 12.86% 0.05 0.808
History of
psychiatric 93 40.43% 37 52.86% | 2412 | <0.0001
treatment/
psychotherapy
Outpatient 78 33.91% 31 44.29% 20.26 <0.0001
Inpatient 52 22.61% 16 22.86% 19.05 <0.0001
History of medication treatment
Antidepressant 49 21.30% 18 25.71% 14.34 0.0002
Mood stabilizer 2 0.87% 2 2.86% 0 1
Antipsychotic 32 13.91% 6 8.57% 17.78 <0.0001

The treatment history analysis indicates significant differences between the not at-risk and at-
risk/manifest mania groups. A higher proportion of individuals in the at-risk group reported a history
of psychiatric treatment or psychotherapy (52.86% vs. 40.43%; p < 0.0001), particularly in outpatient
settings (44.29% vs. 33.91%; p < 0.0001). Additionally, the at-risk group had greater use of
antidepressants (25.71% vs. 21.30%; p = 0.0002) but lower rates of antipsychotic medications (8.57%
vs. 13.91%; p < 0.0001). Overall, these findings suggest a higher demand for psychiatric care among
individuals at risk for or experiencing mania.

DISCUSSION

This analysis examined sociodemographic, clinical and psychopathological characteristics as well as
treatment histories of help-seeking persons who were seen at the Early Detection. Based on the
characteristics, differential at-risk groups for BD were compared and treatment recommendations
analyzed. In a study comparing individuals not at risk for or without manifest mania/bipolar disorder
(N=230) and those at risk for or with manifest mania/bipolar disorder (N=70), the mean age for both
groups was similar (24.01 + 6.3 years vs. 24.3 £ 4.7 years; t-test = 0.356, P = 0.72). Gender distribution
showed a higher percentage of females in the at-risk group (57.14% vs. 43.91%), though the difference
approached but did not reach statistical significance. Educational levels were also compared, with a
notable proportion of those at risk having completed A-levels (53.97%) compared to those not at risk
(36.87%), but no significant differences were found. These results were comparable to the study by
Martini J. et al., [2] which included 582 patients. While age differences between the at-risk and non-
at-risk groups for bipolar disorder (BD) were not significant, there was a significant difference in
gender distribution, with more females in the at-risk group (57.0% vs. 44.9%, P = 0.011).
Additionally, a significantly higher proportion of individuals at risk for BD had completed A-levels
(55.6% vs. 37.5%, P = 0.008), indicating distinct demographic and educational patterns in the at-risk
population.

Individuals at risk for or manifesting mania/bipolar disorder were more inclined to contact a general
practitioner or specialist (47.46% vs. 30.83%), though this difference was not statistically significant
(p = 0.098). In contrast, those not at risk demonstrated a higher tendency to engage with Early
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Recognition Centers (49.62% vs. 33.90%). Martini et al. [2] reported that among 149 individuals at
risk for or manifesting mania/bipolar disorder, the mean percentage of first contacts to healthcare
providers revealed no significant differences between the two groups, with 37.1% of the at-risk group
seeking help from general practitioners or specialists compared to 45.2% in the not-at-risk group (433)
= 3.607, p = 0.307), highlighting a similar trend in help-seeking behavior across both studies.

The present study highlights significant implications for the healthcare system regarding the treatment
of individuals at risk for or with manifest bipolar disorder (BD). Our findings indicate that these
individuals exhibit notably higher rates of substance use, including nicotine (40.00% vs. 26.96%, P =
0.0003), alcohol (30.00% vs. 20.00%, P = 0.0023), and cannabis (48.57% vs. 33.91%, P < 0.0001).
Furthermore, at-risk individuals also demonstrated increased amphetamine use (14.29% vs. 10.43%,
P = 0.016), while differences in hallucinogen and cocaine use were not statistically significant. The
finding of substance use among a significant proportion of at-risk patients and those diagnosed with
manifest mania/bipolar disorder, particularly with cannabis and alcohol being the most frequently
used substances, aligns with existing study study by Brietzke et al., 2012; Goldstein et al., 2013;
Leopoldetal., 2012; van Meter et al., 2016. [19-22] These results suggest an early onset of substance
misuse or substance use disorders in individuals who later develop bipolar disorder Beesdo-Baum et
al., 2015. [23] Additionally, patients with substance use disorders often demonstrate low utilization
of mental health care services Mack et al., 2014. [24]

The present study analysis of DSM-1V diagnoses shows significant differences between individuals
at risk for or with manifest bipolar disorder (BD) and those not at risk, reflecting findings from
Martini J. et al. [2] In the present study, the at-risk group demonstrated higher rates of
mental/behavioral disorders due to psychoactive substance use (17.14% vs. 11.30%, p = 0.023) and
mood disorders (71.43% vs. 38.26%, p = 0.0012). Additionally, 17.14% of at-risk individuals met the
criteria for manic episodes or bipolar affective disorder (p = 0.0005), while recurrent depressive
disorder was more prevalent among the at-risk group (34.29% vs. 17.39%, p = 0.045). Similarly,
Martini J. et al. [2] reported higher rates of mental/behavioral disorders due to psychoactive
substance use (17.4% vs. 11.3%, p = 0.054) and alcohol use disorders (13.4% vs. 4.6%, p < 0.001).
These findings emphasize the complex mental health challenges faced by those at risk for BD and
underscore the need for targeted interventions.

The analysis of comorbidity shows that only 15.71% of individuals at risk for or with manifest bipolar
disorder (BD) reported no comorbid diagnoses, compared to 35.22% in the non-at-risk group (P =
0.0001). Additionally, 44.29% of the at-risk group had two or more comorbid conditions, significantly
higher than the 20.87% in the non-at-risk group. While 43.91% of non-at-risk individuals had one
comorbid diagnosis, this was slightly lower at 40.00% for the at-risk group. Furthermore, 15.71% of
at-risk individuals had a history of child psychiatric treatment, compared to 7.83% in the non-at-risk
group, though this difference was not statistically significant (P = 0.19). Anticonvulsants and other
mood stabilizers may be especially helpful in treating BD patients with significant comorbidity. [25]
The treatment history analysis indicates that individuals at risk for or with manifest bipolar disorder
(BD) have significantly higher rates of psychiatric treatment (52.86% vs. 40.43%, P < 0.0001) and
outpatient treatment (44.29% vs. 33.91%, P < 0.0001) compared to those not at risk. Additionally,
25.71% of the at-risk group received antidepressants, whereas 21.30% of the non-at-risk group did (P
= 0.0002). Conversely, antipsychotic use was more common in the non-at-risk group, reported by
13.91% compared to only 8.57% in the at-risk group (P < 0.0001).

These findings underscore the increased assignation in psychiatric treatment among individuals at risk
for BD, highlighting the necessity for targeted interventions. In comparison, a study by Martini et al.
[2] found that 45.5% of individuals not at risk for and without manifest mania or BD had a history of
psychiatric treatment or psychotherapy. This contrasts with 53.0% of individuals at risk for or with
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manifest mania or BD (N = 149), further emphasizing the greater treatment engagement among those
at risk

CONCLUSION

The findings of the present study highlight significant differences in demographics, substance use,
psychiatric treatment history, and comorbidity between individuals at risk for or with manifest bipolar
disorder (BD) and those not at risk. Notably, while there was no significant difference in age, a higher
proportion of females was observed in the at-risk group. The at-risk individuals also exhibited higher
rates of substance use, particularly for nicotine, alcohol, and cannabis. Additionally, they showed a
greater engagement in psychiatric treatment, including psychotherapy and antidepressant use. The
analysis of diagnoses revealed that mood disorders and comorbidities were more prevalent among the
at-risk group, highlighting the complexity of their mental health needs. These results emphasize the
importance of early identification and targeted interventions to support adolescents and young adults
at risk for bipolar disorder.
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