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Anxiety Hastened Depressive Recurrence in Bipolar Disorder :
An Interim Analysis of Prospective Follow-Up Study
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Myong-Wuk Chon, MD,' Yoon Young Nam, MD', Dong Yeon Park, MD**

'Department of Psychiatry, "Mood Disorders Clinic, *Clinical Psychology, *Admission Management & Policy Development,
National Center for Mental Health, Seoul, Korea

Objectives  Despite growing attention to anxiety in bipolar disorder (BD), little research has assessed anxiety symptoms in the
course of BD. The current prospective follow-up study examines the influence of subjectively and objectively measured anxiety symp-
toms on the course of BD.

Methods A total of 49 patients with BD were followed-up prospectively for average of one year at an average of four months inter-
val. The Korean version of the Beck Anxiety Inventory (K-BAI), the Hamilton Anxiety Rating Scale, heart rate variability (HRV) were
used to measure anxiety subjectively, objectively and physiologically. Participants were divided into high and low anxiety groups based
on their K-BAI scores. Kaplan-Meier survival analysis was performed to compare the recurrence of mood episode, suicide attempt,
emergency room visit, and psychiatric hospitalization between two groups. Mediators were investigated with Cox proportional haz-
ards models.

Results Compared to the low anxiety group, the high anxiety group reported significantly higher impulsiveness (p = 0.016) and
lower high frequency component on HRV (p = 0.007) after controlling for severity of BD. Regarding survival analysis, the high anxi-
ety group showed hastened depressive episode recurrence (p = 0.048) and suicidal ideation was the mediator of the hazard ratio (HR)
1.089 (p = 0.029) in the Cox model. Moreover, the high anxiety group showed a tendency of accelerated suicide attempt (p = 0.12) and
impulsivity was the risk factor of suicide attempt (HR = 1.089, p = 0.036).

Conclusions  This interim analysis of prospective study suggests that high anxiety level in BD may anticipate unfavorable course.
Further studies are needed to understand the multifactorial mechanism of anxious bipolar patients.
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Table 1. Demographics and illness characteristics of a total of 49 bipolar patients with high anxiety (K-BAI = 16) versus low anxiety (K-

BAI < 16)
N (%, siratified) Total High anxiety group Low anxiety group
49 (100) 23 (46.9) 26 (53.0)
Demographics
Age (years) 277 +79 258 + 7.2 293 +83
Female 83.7 91.3 76.9
Education (years) 13.8 + 2.1 13.6 + 2.0 140 + 2.1
Clinical characteristics
Bipolar | disorder 40.8 26.1 53.8
Onset age (years) 20.5+ 7.0 19.8 + 6.9 20.5 + 5.7
liness duration (years) 72+ 57 6.0 + 4.5 88 +7.2
Number of mood episodes 57 £ 5.6 42 + 22 6.9 = 8.1
Psychiatric hospitalization (lifetime) 32.7 21.7 423
Psychiatric family history (lifetime) 51.0 39.1 61.5
Current psychotropic use
Number of psychotropics 23 +£1.2 23+ 1.2 24+ 1.2
Complex pharmacotherapy 98.0 100 96.2
Antipsychotics 75.5 78.3 73.1
Mood stabilizers 63.3 52.2 73.1
Clinical scales
CGil (current) 3.2+ 1.1 41 +1.0' 26 +1.0
K-BAI 16.5 +12.2 275+ 85" 6.9 + 4.1
K-BIS 722 £11.2 765+ 11.5" 68.3 + 9.7
SSI 14.7 + 9.4 18.3 + 9.1* 11.5+8.5
K-QOL 70.9 £ 14.7 65.5 £ 12.9* 75.6 £ 14.7
N (%, stratified) 25 (100) 8(32) 17 (68)
Objectively measured anxiety
HAMA 79 £ 62 11.5 + 8.5 62+ 43
LF 49 + 1.5 41+18 53+ 1.2
HF 49 +13 38+ 1.3 54+10
LF/HF ratio 2.4+ 4.6 40+ 75 1.6 £ 23
Data are presented as mean + standard deviation orn (%). = : p < 0.05, T : p < 0.01. SD : Standard deviation, CGlI : Clinical

Global Impression-Bipolar liness-Overall Severity, K-BAl : Korean version of Beck Anxiety Inventory, K-BIS : Korean Barret Impulsive-
ness Scale-11-Revised, SSI : Scale for Suicide Ideation-Beck, K-QOL : Korean version of WHO Quality of Life Scale abbreviated ver-
sion, HAMA : Hamilton Anxiety Rating Scale, LF : Low frequency, HF : High frequency
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16.3%(8/49%), 7441 7H4] A WS- 14.2%(7/49%8) 01T

A, EQbES At HIske], £-&5 Ateh Aol
FoJaHA| w2 A e thp = 0.048)(17 1). Cox2] H]H¢]
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QOL, HAMA, HRV)& "i7iQIAF2 22t FEqisto] Al 9fd
5 el vk AAARLSSDYR] 23 ARste] Ak
sl ol S5she Ae= YeERtHp = 0,029, HR = 1.089,
95% confidence interval(CI) = 1.009~1.177). $-&4}%}<
AL oot ASste Atz gl XVWﬂ(SSDﬂ
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Table 2. Partial correlation analysis between K-BIS, SSI, K-QOL, K-BAl, HAMA, and LF/HF ratio scores in bipolar disorder groups (ad-

justed for CGl)

K-BIS SSI K-QOL K-BAI HAMA LF/HF ratio
K-BIS 1
SSI 0.444* 1
K-QOL -0.348 -0.344 1
K-BAI 0.318 0.257 -0.365 1
HAMA 0.115 0.374 -0.488* 0.439* 1
LF/HF ratio 0.078 -0.072 -0.076 0.201 0.348 1

% 1 p < 0.05.K-BIS : Korean Barret Impulsiveness Scale-11-Revised, SSI : Scale for Suicide Ideation-Beck, K-QOL : Korean version of

WHO Quality of Life Scale abbreviated version, K-BAI :

Korean version of Beck Anxiety Inventory, HAMA : Hamilton Anxiety Rating

Scale, LF/HF ratio : Low frequency/high frequency ratio, CGI : Clinical Global Impression-Bipolar lliness-Overall Severity
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Low anxiety group
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0 10 20 30 40

Time to depressive episode recurrence (months)

Cumulative percentage without depressive episode recurrence (%)

Fig. 1. Kaplan-meier curve showing depressive episode recur-
rence in 49 bipolar patients according to two patient groups, high
anxiety (K-BAIl = 16) versus low anxiety (K-BAI < 16). p-value
(log-rank). K-BAl : Korean version of Beck Anxiety Inventory.
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Fig. 2. Kaplan-meier curve showing suicide attempt in 49 bipolar
patients according to two patient groups, high anxiety (K-BAI =
16) versus low anxiety (K-BAI < 16). p-value (log-rank). K-BAI :
Korean version of Beck Anxiety Inventory.
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