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Objectives This study aimed to identify differences between bipolar disorder patients who ex-
perienced cognitive side effects and those who did not experience cognitive side effects due to
prescription of mood stabilizers.

Methods This study analyzed 350 Korean adults who were diagnosed with bipolar disorder
and prescribed mood-stabilizing drugs. The patients were divided into two groups—patients
who experienced cognitive side effects and those who did not experience cognitive side effects.
We also compared the demographic and clinical characteristics between both groups.

Results The number of patients with an untreated illness longer than 1 year was higher in the
group of patients who experienced cognitive side effects compared to the group of patients who
did not experience cognitive side effects. Further, the number of patients with manic symptoms
at onset was higher in the group of patients who experienced cognitive side effects compared to
the group of patients who did not experience cognitive side effects. In addition, the proportion of
patients in remission was higher in the group of patients who experienced cognitive side effects
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Table 1. Clinical characteristics in patients with bipolar disorder with and without cognitive side effects under prescription of mood stabilize

Total sample Cognitive side effect Statistical Adjusted  F statistics,
n=323 Present (n=98)  Absent (n=225) coefficients  p-value  odds ratio
Age, mean (SD) years* 43.6 (15.5) 43.8(14.1) 43.5(16.1) t=-0.194 0.409 0.683
Female, n (%)* 194 (60.1) 64 (65.3) 130 (57.8) %*=1.613 0.996 1
Employed, n (%)* 56 (17.3) 1(1.0) 55 (24.4) 1?=26.136 0.036 0.891
Outpatient, n (%)* 175 (54.2) 8(8.2) 167 (74.2) 1?=119.998
Duration of bipolar disorder, n (%)*
<6 months 21 (7.0) 2(2.1) 19 (9.2) <0.001 0.826
6—12 months 6(2.0) 10.1) 5(2.4) 0.231 0.973
1-5 years 46 (15.2) 16 (16.8) 30 (14.5) 0.725 0.98
5-10 years 70 (23.2) 19 (20.0) 51 (24.6) 0.606 1.036
10—20 years 80 (26.5) 21 (22.1) 59 (28.5) 0.669 1.031
>20 years 79 (26.2) 36 (37.9) 43 (20.8) 0.015 1.189
Duration of untreated iliness, n (%)* 1?=87.220
<6 months 106 (41.9) 11(12.1) 95 (58.6) <0.001 0.641
6—12 months 46 (18.2) 13 (14.3) 33(20.4) 0.42 1.057
1-5years 68 (26.9) 54 (59.3) 14 (8.6) <0.001 1.51
>5 years 33(13.0) 13 (14.3) 20(12.3) 0.71 0.978
Polarity at onse, n (%)1$
Depressive episode 68 (30.0) 20 (20.8) 48 (36.6) 1?=6.598 0.009 0.826
Manic episode 159 (70.0) 76 (79.2) 83 (63.4) 1*=6.598 0.009 1.211
Current episode, n (%)*
Depressive episode 32(%9.9) 5(5.1) 27 (13.5) %?=3.639 0.621 0.978
Manic episode 51(15.8) 14(14.3) 37(18.5) %?=0.239 <0.001 0.777
Mixed episode 15 (4.6) 1(1.0) 14 (7.0) 0.07 0.943
Remission 200 (61.9) 78 (79.6) 122 (61.0) 1?=18.634 <0.001 1.471
Duration of current episode, n (%)" 1?=36.509
<1 month 75 (25.7) 43 (44.8) 32(16.3) 0.639 1.031
1-3 months 98 (33.6) 32(33.3) 66 (33.7) 0.437 0.942
3—6 months 35(12.0) 9(9.4) 26 (13.3) 0.454 0.961
6—12 months 17 (5.8) 5(5.2) 12 (6.1) 0.368 1.035
>1 year 67 (22.9) 7(7.3) 60 (30.6) 0.567 1.036
Rapid cycling in last 1 year, n (%)* 6(1.9) 0(0.0) 6(2.7) 0.004 0.943
Rapid cycling in lifetime, n (%)* 11 (3.4) 0(0.0) 11 (0.9) 0.001 0.914
Seasonality in last 1 year, n (%)* 11 (3.4) 1(1.0) 10 (4.4) 0.052 0.947
Seasondlity in lifetime, n (%)* 11 (3.4) 1(1.0) 10 (4.4) 0.141 0.96

*:N=323, 1: n=302, ¥: n=253, §: n=227,": n=292
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Table 2. Physical characteristics and prescription information of patients with bipolar disorder with and without cognitive side effects un-

der prescription of mood stabilizer

Total sample Cognitive side effect Statistical  Adjusted  F statistics,
n=323 Present (n=98) Absent (n=225) coefficients p-value odds ratio
Body mass index, kg/m?* 24.4 (4.1) 24.8 (4.4) 24.3 (4.0) t=-1.045 0.217 1.528
CBC and blood chemistries
White blood cell, x 10*/uLt 6(2.3) 6.2(2.1) 6.9 (2.4) t=2.175 0.42 0.654
Hemoglobin, g/dt 13.2(1.7) 13.0(1.5) 13.4(1.8) t=1.594 0.895 0.018
Platelet, mean (SD) x 10%/ut 240.5 (59.4) 230.2 (53.4) 249.6 (63.1) 1=2.293 0.024 5.185
Total cholesterol, mg/dL* 181.6 (38.3) 179.8 (33.1) 183.4 (42.9) t=0.590 0.763 0.091
Triglyceride, mg/dLs 137.9 (107.1)  124.1 (69.8) 156.0 (140.7) 1=1.496 0.827 0.048
Mood stabilizer, n (%)* 323 (100.0) 98 (100.0) 225 (100.0)
Carbamazepine 2(3.7) 6(6.1) 6(2.7) 0.095 1.05
Lithium 113 (35.0) 33(33.7) 80 (35.6) %?=0.106 0.928 0.993
Oxcarbazepine/eslicarbazepine 7(2.2) 1(1.0) 6(2.7) 0.642 0.99
Valproic acid/ valproate/divalproex 215 (66.6) 66 (67.3) 149 (66.2) %%=0.039 0.701 0.973
Antipsychotic, n (%)* 3(90.7) 94 (95.9) 199 (88.4) 1?=4.526 0.489 1.031
Antidepressant, n (%)* 51 (15.8) 13 (13.3) 38(16.9) 1%=0.674 0.483 1.04
Anxiolytic, n (%)* 153 (47 4) 59 (60.2) 94 (41.8) %?=9.297 0.141 1.117
Hypnotic, n (%)* 7 (8.4) 12(12.2) 15 (6.7) x?=2.773 0.112 1.07
Anti-parkinson drug, n (%)* 43 (13.3) 7(7.1) 36 (16.0) 1?=4.641 0.022 0.888

*:n=323, 1: n=190302, ¥: n=161, 8: n=120. CBC:

Complete blood count

Table 3. Comparison between mood stabilizer monotherapy and combination therapy among patients with bipolar disorder with and

without cognitive side effects under prescription of mood stabilizer

Total sample Cognitive side effect Statistical Adjusted  F statistics,
n=323 Present (n=98) Absent (n=225) coefficients p-value  odds ratio
Mood stabilizer monotherapy 229 (92.6) 90 (91.8) 209 (92.9) .
Mood stabilizer combination therapy 24 (7.4) 8(8.2) 6(7.1) #0110 0929 0996
Lithium monotherapy 100 (31.7) 29 (30.5) 71 (32.3) 0.958 1.004
Valproic acid/divalproex monotherapy 202 (64.1) 62 (65.3) 140 (63.6) 0.935 0.994
Carbamazepine,oxcarbaxepine/ 8(2.5) 3(3.1) 5(2.2) 0.865 1.036
esclicarbazepine monotherapy
Lithium, valproic acid/ 13 (4.1) 4(4.2) 9 (4.1) 0.942 1.002

divalproex combination therapy

Table 4. Comparison of patients who experience cognitive side effects among bipolar patients who are taking different dosage of mood

stabilizers

Lithium, mg <600 600< <900 900< <1250 1250 < Adjusted p-value
Cognitive side effects present 0(0) 12 (42.9) 9 (20.0) 12 (41.4) 0.171
Valproic acid/divalproex, mg <600 600< <1000 1000< <1125 1125< Adjusted p-value
Cognitive side effects present 11 (25) 11 (22) 21 (31.3) 23 (45.6) 0.030
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