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a. Antipsychotics with weak blockade of muscarinic and histamine receptors

Total Event ‘ HR(95% CI)
Background factors '
Sex(female) 214 63 —e—i 0.66(0.45-0.97)
Age '
Younger (<20 years) 14 5 ———— 0.67(0.24-1.85)
Middle - aged (20 - 60years) 381 105 . Reference
Older(>60 years) 19 25 >—&%—| 0.87(0.52-1.45)
First episode 54 25 Lo 2.50(1.44-4.35)
Diagnosis(bipolar disorder) 82 29 —e— 1.12(0.65-1.93)
Out - patient 253 54 L o—e— 2.06(1.31-3.24)
Smoking 169 45 —— 0.96(0.64—1.45)
Drinking 94 28 —re—1 1.14(0.69-1.89)
Coexisting medical diagnoses i
Dysglycemia 68 10 ———i i 0.43(0.22-0.87)
Dyslipidemia 69 10 ——— 0.47(0.22-0.98)
Hypertension 53 10 —te——— 1.12(0.55-2.28)
Dietary and/or exercise therapy 29 6 ————— 1.08(0.42-2.74)
Body mass index .
Underweight(<18.5 kg/m?) 65 32 | —— 2.12(1.33-3.39)
Normal weighi(18.5 - 24.9 kg/m?) 268 69 . Reference
Overweight (25 - 29.9 kg/m?) 125 29 ——i 1.09(0.68-1.74)
Obese (=30 kg/m?) 56 5 ——— 0.43(0.16-1.11)
Medication —related factors !
Daily dose of newly initiated antipsychotics d
Low dose (< CPZ eq 200 mg) 305 72 (] Reference
Standard dose (CPZ eq 200 - 400 mg) 171 52 ——i 1.25(0.82-1.93)
High dose (>CPZ eq 400 mg) 38 11 ————1 1.33(0.65-2.73)
Co—administered psychotropics i
Antipsychotics 294 61 —e—i 1| 0.55(0.36-0.84)
Antidepressants I
SSRI 43 17 | —e— 2.56(1.40-4.68)
SNRI 27 8 ——e—— 1.38(0.60-3.19)
Mirtazapine 21 7 ———— 2.55(1.05-6.18)
Trazodone 13 5 | ——— 3.72(1.29-10.74)
TCA 9 3 R 1.43(0.41-5.04)
TeCA 1 0 J
Mood stabilizers !
Valproic acid 62 21 L —e—i 2.00(12.0-3.31)
Lithium carbonate 36 13 ———— 2.19(0.75-6.41)
Carbamazepine 10 4 —_————————— 0.79(0.20-3.14)
Lamotrigine 0 3 e 1.64(0.83-3.24)
o1 02 05 10 50 15.0

b. Antipsychotics with strong blockade of muscarinic and histamine receptors

Total Event HR(95% CI)
Background factors i
Sex(female) 171 50 L o—e—i 2.01(1.35-2.97)
Age i
Younger (<20 years) 10 4 ————— 2.68(0.88-8.12)
Middle —aged (20 - 60years) 244 100 . Reference
Older (> 60 years) 97 23 —.— 0.41(0.24-0.69)
First episode 31 17 ————i 1.42(0.79-2.56)
Diagnosis (bipolar disorder) 69 30 H——— 1.65(0.91-3.01)
Out — patient 152 45 \—— 1.70(1.06-2.74)
Smoking 103 39 ——e— 1.25(0.80-1.94)
Drinking 50 23 | —e— 2.10(1.20-3.69)
Coexisting medical diagnoses i
Dysglycemia 42 9 —_——— 0.29(0.14-0.63)
Dyslipidemia 53 17 —— 1.00(0.54-1.85)
Hypertension 51 15 ——te———i 1.14(0.57-2.24)
Dietary and/or exercise therapy 17 7 —t———i 1.24(0.49-3.10)
Body mass index i
Underweight(<18.5 kg/m?) 39 20 —— 1.01(0.58-1.75)
Normal weighi(18.5 - 24.9 kg/m?) 198 76 . Reference
Overweight (25— 29.9 kg/m?) 81 25 —— 0.79(0.47-1.32)
Obese (=30 kg/m?) 33 6 ———— 0.32(0.13-0.77)

Medication —related factors i
Daily dose of newly initiated antipsychotics !
Low dose (< CPZ eq 200 mg) 215 69 [} Reference

Standard dose (CPZ eq 200 - 400 mg) 11 43 —e—i 1.62(1.06-2.46)
High dose (>CPZ eq 400 mg) 25 15 ————i 2.34(1.22-4.50)
Co—administered psychotropics
Antipsychotics 230 76 —e—i 0.92(0.60-1.41)
Antidepressants J
SSRI 19 10 | ————— 2.41(1.17-4.95)
SNRI 15 6 ——— 0.82(0.32-2.07)
Mirtazapine 17 8 [ B — 1.90(0.82-4.41)
Trazodone 7 3 ——— 1.41(0.41-4.83)
TCA 7 1 : 0.61(0.08-4.74)
TeCA 4 1 - 1.88(0.24-14.58)
Mood stabilizers !
Valproic acid 58 18 —le—— 1.11(0.61~-2.00)
Lithium carbonate 32 15 ————— 0.56(0.16-2.04)
Carbamazepine 9 3 —_—————i 0.47(0.16-1.33)
Lamotrigine 10 5 ———i 1.05(0.55-2.01)
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Challenges in Glucolipid Metabolism Disturbance and Cognitive
Impairment from a Recovery Perspective :

Between Clinical Practice and Research in Psychiatry

Ichiro Kusumi

Tomakomai Midorigaoka Hospital

Sapporo Suzuki Hospital

In recent years, recovery has been regarded as a primary goal of psychiatric treatment.
Especially, personal recovery from the user’s perspective has been drawing attention. Among
the research topics in the field of psychiatry that users prioritize, several are related to the side
effects of drug therapy. For individuals with mental disorders to pursue recovery, careful con-
sideration must be devoted to the balance between therapeutic effects and side effects. As an
example of such an approach, the author specifically examines the issue of glycolipid metabo-
lism disturbance and cognitive dysfunction in mental disorders.

Among second-generation antipsychotics, olanzapine and clozapine are particularly asso-
ciated with weight gain and impaired glucose tolerance. Our study suggested that these drugs
increased blood levels of ghrelin, a peptide hormone with potent appetite—stimulating effects.
To prevent obesity and diabetes caused by second-generation antipsychotics, a one-year,
nationwide, multicenter, prospective cohort study was conducted in individuals with schizo-
phrenia or bipolar disorder, using the blood glucose monitoring guidance developed in Japan.
The results suggested that strict monitoring could mitigate the progression of diabetes, i.e., the
transition from the borderline type to the diabetes type, and that weight gain might vary
depending on the type of antipsychotic medication and how mood stabilizers and antidepres-
sants were co—administered with the antipsychotic drug.

Individuals with schizophrenia, bipolar disorder, and depression commonly exhibit neuro-
cognitive impairments. Our preliminary studies suggested that disease—specific patterns might
not be apparent and that a tendency existed for differences in severity. Multiple cognitive reha-
bilitation methods have been developed and implemented in clinical practice to improve cogni-
tive impairment. On the other hand, many drugs intended to improve cognitive function are
under development, but no drug is currently available for clinical use. The most effective mea-

sures appear to be minimizing antipsychotic drug use and avoiding anticholinergic drugs and
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benzodiazepine receptor agonists to the greatest degree possible.

Glucolipid metabolism disturbance and cognitive impairment are commonly observed
with various mental disorders. Consequently, understanding the mechanisms of glycolipid
metabolism disturbance and cognitive impairment might be crucially important for elucidating

the pathogenesis of mental disorders and for developing effective treatments.

Author’s abstract

Keywords recovery, glucolipid metabolism disturbance, cognitive impairment,
second-generation antipsychotic, schizophrenia
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