Within 8 weeks of chotosan treatment, MMSE score increased
significantly compared to control groups (P < 0.01), as well as
Barthel index score (P = 0.046).

Experimental studies have demonstrated that chotosan has
neuroprotective and pharmacological actions on several neuro-
transmitter systems. Chotosan ftreatment protects against
ischemic brain lesions [50,51], and can reverse the change in
expression of brain-derived neurotrophic factor and vascular
endothelial growth factor, which are downregulated in the aged
brain and in brains with ischemiclesions in mice [52]. Chotosan
can also activate the acetylcholine neurotransmitter systems
[53]. In addition, Uncariae Uncis cum Ramulus, one of the
components of chotosan as well as in yokukansan, acts on 5-
HT1A receptors [54]. Itis therefore possible that these pharma-
cological actions in part contribute to the improvement of
BPSD in patients with VD, as well as cognitive function in
patients with dementia.

Tokishakuyakusan

Tokishakuyekusan contains six herbal medicines: Paeoniae
Radix, Atractylodis Lanceae Rhizoma, Alismatis Rhizoma,
Poria, Cnidii Rhizoma, and Angelicae Radix. This medicine
is usually used for treatment of women’s physical conditions
such as amenorrhea, infertility, and menopausal syndrome in
patients with a weak constitution.

The use of tokishakuyakusan for treatment of BPSD has been
demonstrated in a 12 week multi-center open trial that included
80 patients with dementia (average age, 78.4 years; VD, n = 40;
AD, n = 38; mixed-type dementia, n = 2) [55]. It was found that
tokishakuyakusan improved emotional lability, restlessness,
and sleep disturbances (P < 0.01). In addition, tokishakuyaku-
san improved ADL and cognitive function (especially orienta-
tion and attention). Minimal adverse effects were observed in
two patients.

Table 1 | Kampo medicines for BPSD

An experimental study demonstrated that tokishakuyakusan
activates cholinergic and dopaminergic neurons, receptors, and
protein synthesis [56]. In addition, Angelicae Radix, a cornpo-
nent of tokishakuyakusan, reportedly acts on the GABA trans-
mission systems [57]. Thus, these pharmacological actions on
the brain may be associated with the clinical effectiveness of
tokishakuyakusan for treatment of BPSD.

A summary of Kampo medicines for BPSD is given in
Table 1.

Conclusions

The major benefit of Kampo therapy is that it is safe, because it
does not induce extrapyramidal and anticholinergic symptoms,
and it has no adverse effects on ADL and cognitive function. In
fact, some studies have demonstrated that Kampo therapy
improves ADL and cognitive function. In addition, it is well
documented that Kampo medicines have various neuroprotec-
tive actions. Orengedokuto and chotosan have protective effects
against ischemic damage, as mentioned here. It has also been
documented that tokishakuyakusan has free radical scavenging
activity [58], and the ability to prevent apoptosis of neurons
[56]. Uncariae Uncis cum Ramulus, a component of chotosan
and yokukansan, has inhibitory effects on A fibril aggregation
[59]. Taken together, these actions are favorable for elderly
patients with dementia.

Kampo medicine for treatment of BPSD, however, has some
issues that remain to be resolved. First, there is still little evi-
dence regarding the effectiveness and safety of Kampo therapy.
Although the number of studies on Kampo therapy has been
increasing, most are exclusively focused on yokukansan, which
has yet to undergo a double-blind placebo-controlled clinical
study. Furthermore, apathy is the most frequent symptom of
BPSD, but no Kampo medicine has been found to be effective
for the treatment of apathy. Accordingly, further clinical studies

Parameters Yokukansan

Orengedokuto

Chotosan Tokisyakuyakusan

AD, DLB, FTD, VD VD
Agitation, aggression,

Dementia type
Symptoms improved

irritability, hallucination, anxiety
delusion, anxiety, aberrant
motor behavior, sleep
disturbance, delirium
Effect on cognitive None Improvement
function
Effect on ADL Improvement Improvement

Adverse reactions Hypokalemia, gastrointestinal

symptoms

Irritability, depression,

Gastrointestinal
symptoms, liver
dysfunction

VD AD, VD

Sleep disturbance,
delirium, hallucination,

Lability, restlessness,
sleep disturbance

delusion
Improvement Improvement
Improvement Improvement

Gastrointestinal symptoms  Gastrointestinal

symptoms

AD, Alzheimer’s disease; ADL, activities of daily living; BPSD, behavioral and psychological symptoms of dementia; DLB, dementia with Lewy

bodies; FTD, frontotemporal dementia; VD, vascular dementia.
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are required. Second, more basic studies are needed to elucidate
the pharmacological mechanisms of Kampo therapy, particu-
larly those regarding the processes involved in the metaboliza-
tion of different Kampo medicines. Third, interactions between
Western and Kampo medicines need to be investigated; it is
particularly important to examine the efficacy and safety of
combination therapy with Kampo and anti-dementia medicine,
such as cholinesterase inhibitors and memantine.

Nevertheless, Kampo therapy is a promising pharmacother-
apy and should be further utilized for treatment of BPSD due to
its safety profile, particularly for patients who are intolerant of
antipsychotic medicines, who have physical complications
(including parkinsonism, gait disturbance, urinary disturbance,
and emaciation), and who have DLB.
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Autonomic dysfunction and sleep in dementia with
Lewy bodies (DLB)
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Objective : To assess autonomic [unction and sleep in persons with DLB

Methods : We studied 27 pairs each consisting of a person with DLB and his/her caver, 15 pairs

each consisting of a person with dementia of Alzheimer tvpe (DAT) and histher carer, and 17
non-demented (ND) control subjects at eight. medical institutions. Autonomic functions (blood
pressure, urination, bowel movement, and body temperatire regnlation/sweating) and sleep
were evaluated.

Results : In the DLB group only, blood pressure elevation at the time of conversion from a sit-
ting position to decubitus and blood pressure decrease at the time of the conversion {ram decubi-
tus Lo a standing position showed a significant change. In women. the T PSS 1otal score and QOL
score in the DLB group were significantly higher than those in the DAT group. In the case involv-
ing taking laxative agents regularly, the DLB group showed significantly less stool frequency than

the ND group. There were significantly many complaints of heat retention in the DLB group.
There were also many persons in the DLB group that fell bad when waking up in the morning.

Conclusion : Autonomic dysfunction and steep disorder are frequently observed in the DLB

group and should be evaluated for possible intervention.
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