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Objectives  Treatment response of bipolar disorders (BDs) to long-term mood stabilizers maintenance has not been well explored
because of complicated clinical and treatment courses. This study aims at investigating long-term clinical response of BDs to lithium
and/or valproate in a naturalistic setting of a tertiary-care university-affiliated hospital.

Methods  Subjects were 65 patients with bipolar I (BD-I) disorders who had been treated with lithium and/or valproate for more
than two years at single bipolar disorder clinic. Long-term response to the best treatment based on treatment algorithms and the cur-
rent clinical standard of care was retrospectively evaluated using the Alda Scale and the Clinical Global Impression Scale for use in bi-
polar illness (CGI-BP). Patients were classified into full responder and partial/non responder groups based on the total score of the Alda
Scale with the cut-off score generated from the frequentist mixture analysis of the authors’ previous study.

Results  The mean duration of treatment with the index medication was 69.2 months. Baseline demographic and clinical character-
istics were not different among three mood stabilizer groups (valproate, lithium, and combination groups). Twenty-one subjects were
classified into full responder group (32.3%). Treatment response assessed by the Alda Scale and CGI-BP scores was not different be-
tween lithium and valproate groups. The Alda Scale scores were well correlated with the CGI-BP scores (p < 0.05).

Conclusions  One third of the patients showed a full response to the long-term lithium and/or valproate treatment in BD-I. The
degree of response was similar between lithium and valproate groups.
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Table 1. Comparison of baseline demographic and clinical data between medication groups (n = 65)

. Lithium Valproate Both fithium Group difference
Variable (h=19) (@) (n = 35) (b) and valproate o
=11 () Statistics p-value
Sex, male, n (%) 4(21.1) 13(37.1) 4(36.4) 4*=1557  0.459
Age at study entry, years, mean (SD) 36.11(9.56)  33.54(6.28)  33.64(8.34) F=0.725 0.488
Age at onset, years , mean (SD) 24.95(7.44)  21.85(5.57) 24.91(8.95) F=1.635 0.203
Duration of illness until using the index mood stabilizer, 6.47 (6.63) 5.03 (3.84) 491 (3.81) F=0.633 0.535
years, mean (SD)
Duration of index mood stabilizer treatment, months, 60.89 (33.87) 79.17 (33.54) 51.82(20.50) F = 3.986 0.024*
mean (SD)
Polarity at the first episode, (hypo) manic, n (%) 13 (68.4) 19 (54.3) 6 (54.5) ¥? = 1.097 0.578
Number of Episodes before using index mood stabilizer,
mean (SD)
Major depressive episodes 1.00 (1.09) 1.11 (1.05) 0.91 (0.83) F=0.193 0.825
Manic episodes 1.11(0.81) 1.43(1.01) 0.91 (0.94) F=1.566 0.217
Hypomanic 0.29 (0.59) 0.06 (0.24) 0.18 (0.41)  F=2.197 0.120
Mixed episodes 0.53 (0.96) 0.18 (0.46) 0.82(2.14)  F=1.725 0.187
Family history of psychiatric disorders, n (%)’ 13 (68.4) 17 (48.6) 6 (54.5) $=1.967 0.374
Family history of mood disorder, n (%) 7 (36.8) 9(25.7) 4 (36.4) ¥ =0.910 0.634
Number of hospitalization before using index mood stabilizer  1.63 (1.30) 1.79 (0.99) 1.73(1.49) F=0.105 0.900

treatment, mean (SD)
. based on Scheffe’s method, b > ¢, p = 0.053, T: evaluated within second-degree relatives. SD : standard deviation

Table 2. Correlation between scores of the Alda Scale and Clinical Global Impressions Scale for use in bipolar illness (CGI-BP)

CGI-BP
Alda Scale Severity of illness* Change from preceding phase Change from worst phase of iliness
Mania Depression Overall Mania Depression Overall Mania Depression Overall

Total score

Pearson’s R -0.572 —0.663 —0.699 —0.655 -0.325 —0.749 -0.617 -0.333 -0.731

p-value <0.001 <0.001 <0.001 <0.001 0.008 <0.001 <0.001 0.007 <0.001
A score

Pearson’s R —0.738 -0.72¢6 -0.817 -0.729 -0.292 —0.849 —0.698 -0.278 -0.815

p-value <0.001 <0.001 <0.001 <0.001 0.018 <0.001 <0.001 0.025 <0.001

= [ reflects the time on current prophylactic medications
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Table 3. Comparison of the treatment response scores between medication groups

Lithium

Both lithium and
Valproate

Response score (n=19) (o (n = 35) (b) (:olp]r??zi) ANOVA
Mean (SD) Mean (SD) Mean (SD) F p-value
Alda Scale
Total score 3.00 (2.67) 3.80 (2.37) 1.45(1.75) 4.142 0.020*
A score 6.26 (2.23) 7.03 (1.76) 5.82 (1.25) 2.257 0.113
B score 3.68 (1.57) 3.26 (1.48) 4.55(1.37) 3.174 0.049"
B1 : baseline episode number 0.84(0.77) 0.77 (0.55) 1.09 (0.83) 0.960 0.389
B2 : baseline episode frequency 0.89 (0.74) 0.54 (0.61) 1.09 (0.83) 3.344 0.042°
B3 : freatment duration 0.00 (0.00) 0.00 (0.00) 0.00 (0.00) - -
B4 : compliance 0.26 (0.65) 0.37 (0.69) 0.73 (1.01) 1.423 0.249
B5 : additional medication 1.68 (0.58) 1.57 (0.74) 1.64(0.81) 0.161 0.851
Clinical global impressions scale for use in bipolar illness
Severity of iliness
Mania 2.37 (1.26) 2.11 (1.23) 2.27 (0.79) 0.302 0.741
Depression 2.58 (1.12) 2.23 (0.94) 3.00 (1.00) 2.641 0.079
Overall 2.74 (1.37) 2.51 (1.10) 3.18 (0.98) 1.395 0.256
Change from preceding phase
Mania 2.00 (0.88) 1.89 (0.76) 1.91 (0.70) 0.132 0.877
Depression 2.89 (1.97) 2.14(1.22) 3.00 (1.79) 2.073 0.134
Overall 2.16 (0.83) 1.97 (0.71) 2.27 (0.65) 0.861 0.428
Change from worst phase of illness
Mania 2.00 (0.88) 1.77 (0.73) 1.82 (0.75) 0.536 0.588
Depression 2.89 (1.97) 2.09 (1.22) 2.82(1.83) 1.989 0.145
Overall 2.16 (0.83) 1.94 (0.68) 2.09 (0.54) 0.611 0.546

# ! based on Scheffe's method, b > ¢, p = 0.022, T : based on Scheffe's method, ¢ > b, p = 0.051, ¥ : stafistically not different

among three medication groups. SD : standard deviation

Table 4. Treatment response assessed by the Alda Scale

Lithium

Valproate

Both lithium and

(n =19 (a) (n =35 (b) valproate (n = 11) (c) stafistics™
n (%) n (%) chi-square p-value
Full responders (TS = 5) 6(31.6) 14 (40.0) 1(9.1) FE 0.572
Partial/non responders (TS < 5) 13 (68.4) 21 (60.0) 10 (90.9)

« . group difference between (a) and (b). FE : Fisher's exact test, TS : total score of Alda Scale
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Table 5. Use of adjunctive medication ; antipsychotics, antidepressants, and other mood stabilizers

Category Drug Lithium (n = 19)  Valproate (n = 35) Both lithium and valproate (n = 11)
n (%) n (%) n (%)
Antipsychotics Quetiapine (under 50 mg) 0(0.0) 2(5.7) 0(0.0)
Quetiapine (over 50 mg) 9 (47.4) 8(22.9) 4(36.4)
Risperidone 1(5.3) 6(16.1) 3(27.3)
Olanzapine 4(21.1) 3(8.6) 1(9.1)
Ziprasidone 1(5.3) 2(5.7) 0(0.0)
Aripiprazole 3(15.8) 3(8.6) 2(18.2)
Paliperidone 2 (10.5) 0(0.0) 0(0.0)
Clozazpine 0(0.0) 3(8.6) 1(9.1)
Amisulpride 0(0.0) 1(2.9) 1(9.1)
Blonanserin 0(0.0) 1(2.9) 1(9.1)
Antidepressants Any antidepressants 0(0.0) 0(0.0) 0(0.0)
Other mood stabilizers Lamotrigine 1(5.3) 4(11.4) 0(0.0)
Carbamazepine 0(0.0) 0(0.0) 0(0.0)
Each patients could use multiple adjunctive drugs
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