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Case Report

Use of Yi-Gan San (TJ-54) in patients with motor aphasia who
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ABSTRACT

Sato S, Bunno K. Use of Yi-Gan San (TJ-54) in patients
with motor aphasia who refuse to participate in
rehabilitation. Jpn J Compr Rehabil Sci 2010; 7-10.

Since aphasic patients have difficulty communicating,
they often have emotional lability, which can make
clinical management difficult and may even lead to the
patients’ refusal to participate in rehabilitation
programs.

Yi-Gan San (YGS) has recently been shown to
improve behavioral and psychological symptoms of
dementia (BPSD) associated with Alzheimer’s
dementia. Recently, 3 patients with motor aphasia
were treated with YGS to stabilize psychiatric
symptoms, and this treatment helped the patients, who
initially refused to undergo rehabilitation, adapt to
rehabilitation therapy. Within 1 to 2 weeks of starting
the treatment with YGS, there was a marked
improvement in the patients’ emotional lability. Since
the patients showed improvement within a short
period, we think that the serotonin 5-HT;s receptor
partial agonist action of YGS is the main factor
responsible for these pharmacologic effects.

In patients with impaired communication ability,
such as those with motor aphasia, YGS may be
effective and worthwhile as a supplemental therapy
for secondary psychiatric symptoms such as emotional
lability.
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Introduction

Aphasic patients have difficulty communicating;
therefore, they are often irritable and agitated, which
can make clinical management difficult. When these
patients are transferred from an acute hospital to a
convalescent rehabilitation ward, they may even refuse
to participate in rehabilitation programs. Psychotropic
drugs have been used for treating patients with severe
psychiatric symptoms, but because of their adverse
reactions, such as the extrapyramidal symptoms caused
by occupation of dopamine D2 receptors [1], these
drugs can actually hinder rehabilitation therapy in
many patients. Therefore, it would be fortunate if a
Kampo medicine (Chinese herbal remedy) that does
not show adverse effects on motor function could be
used to improve these symptoms. However, some of
the mechanisms of action of Kampo medicines are still
unclear, and indications for rehabilitation therapy have
seldom been reported.

Yi-Gan San (YGS: Tsumura & Co., Tokyo, Japan)
is a Kampo medicine developed by Xue Kai in the
year 1555 and comprises 7 types of herbs (Atractylodis
lanceae rhizoma, Poria, Cnidii rhizoma, Uncariae
uncis cum ramulus, Angelicae radix, Bupleuri radix,
and Glycyrrhizae radix). YGS is effective for the
treatment of neurosis, insomnia, childhood nighttime
crying, and childhood nervousness [2]. Recently, YGS
has also been shown to improve behavioral and
psychological symptoms of dementia (BPSD), such as
delusions, wandering, and violence, as well as activities
of daily living (ADL) in patients with advanced
Alzheimer’s dementia and Lewy Body dementia [3-6].
Therefore, this drug has been attracting attention in the
context of a rapidly ageing society.

In this study, we have reported the findings for 3
patients with motor aphasia who initially refused
rehabilitation and adapted to rehabilitation therapy
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after receiving YGS for stabilizing their psychiatric
symptoms.

Methods

Subjects

Of the inpatients in our convalescent rehabilitation
ward during 2008, 3 patients, who had right hemiplegia
and motor aphasia because of a stroke and refused to
participate in rehabilitation and could not adapt to
training, were included in this study.

Interventions

YGS (2.5 g) was orally administered 2 to 3 times
daily, and psychiatric symptoms and ADL were
evaluated.

Evaluation method

For evaluation of neuropsychiatric symptoms, the
nursing home version of the Neuropsychiatric
Inventory (NPI-NH), which was first reported by
Wood et al. in 2000, was used. The reliability of the
Japanese version has already been demonstrated [7].
Evaluation was based on a structured interview, with
the daily caregiver of the institutionalized patient
serving as the information source. The total score was
the product of the frequency (0-4) and severity (0-3)
of the following 12 neuropsychiatric symptoms:
delusions, hallucinations, agitation, dysphoria, apathy,
anxiety, euphoria, disinhibition, irritability/lability,
aberrant behavior, nighttime behavior, and appetite
change. Items that could not be evaluated because of
aphasia were excluded and assigned a score of zero.
ADL was assessed using the Functional Independent
Measure (FIM).

Patient 1 (a 73-year-old man)
History of present illness

The patient had extensive thrombosis involving the
left middle cerebral artery territory and was treated
conservatively. On day 58, the patient was transferred
to our convalescent rehabilitation ward.

Findings of initial examinations

The patient could barely repeat words, and he had
difficulty in making himself understood even when he
was only uttering words. Understanding of simple
instructions and conversation using phrases was
occasionally possible. His understanding of situations
was relatively good, and he was occasionally able to
obey orders, such as an order to stand. The patient did
not show apraxia. The Brunnstrom stages were as
follows: right upper extremity, III; right hand, II; and
right lower extremity, III. Sensation was markedly
decreased. The FIM score was 22 points (motor, 14;
cognition, 8). The patient appeared to be anxious about
not being able to converse. He was often frustrated and
refused to undergo rehabilitation. His mood fluctuated,
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and the amount of care required varied greatly. The
patient’s NPI score was 13 points (agitation, 6;
disinhibition, 1; irritability, 6). At that time, his “Sho”
(a symptom in Kampo medicine) was “Jitsu” (robust,
strong resistance).

Course after admission

About 2 weeks after the transfer, the patient’s mood
fluctuations increased further, and he experienced
recurring episodes of depression and agitation. He
refused to undergo rehabilitation therapy about two-
thirds of the times when he was asked to. The NPI
score increased to 26 (agitation, 12; dysphoria, 2;
disinhibition, 3; irritability, 6; nighttime behavior, 3).
On day 32 after the transfer, YGS administration at a
dose of 7.5 g/day was started. From day 38, he showed
greater cooperation with the rehabilitation program.
His anger diminished, and he became calmer. This
improvement continued and the agitation abated,
therefore, the YGS dose was decreased to 5.0 g/day
from day 46. Subsequently, however, the patient
started refusing to undergo rehabilitation and became
less cooperative with care personnel, which necessitated
an increase in the amount of care required. On day 63,
the YGS dose was again increased to 7.5 g/day. By day
70, the patient became calmer, and he smoothly
adapted to rehabilitation and care. His psychiatric
symptoms subsided; the FIM score was 34 points
(motor, 25; cognition, 9), and the NPI score improved
to 0 points. On day 146, the patient was transferred to
long-term care on YGS 7.5 g/day.

Patients 2 and 3 received the same treatment. Patient
2 (a 52-year-old woman) began to smile 5 days after
YGS administration was started, and from day 9, she
started willingly participating in rehabilitation,
including transfer training and walking between
parallel bars on the ward. The patient’s NPI score
improved from 50 to 11 points. Patient 3 (a 76-year-
old man) was able to begin walking training between
parallel bars on day 8 after starting YGS, and
subsequently, his resistance to rehabilitation decreased.
By day 16, he had almost fully adapted to rehabilitation.
His NPI score improved from 24 to 8 points.

The detailed clinical courses of patients 1 to 3 are
shown in Table 1.

Discussion

YGS has been reported to cause an improvement in
symptoms of agitation/aggression and frustration/
irritability together with an improvement in BPSD
[3,4,8]. We think that the same mechanism of action
was involved in the 3 cases reported in this study.

YGS has a serotonin 5-HT 4 receptor partial agonist
action [9]; this action has been attributed to
geissoschizine methyl ether, one of the ingredients of
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Table 1. Characteristics and clinical courses in the 3 cases

Patient 1
73-year-old man

Patient 2
52-year-old woman

Patient 3
76-year-old man

Disease Cerebral infarction Left putamen hemorrhage | Cerebral infarction
(extensive infarction of (after open hematoma (stenosis at origin of the
left MCA) evacuation) left internal carotid artery)

Past medical history Hypertension, diabetes Hypertension, diabetes Hypertension, diabetes,

hyperlipidemia, angina
pectoris

Kampo medicine)

resistance)

Brunnstrom stage: TII-II-111 II-1I-1I [I-11-11

Right upper extremity-

hands-lower extremity

“Sho” (symptom in “Jitsu” (Robust, strong Moderate “Jitsu” (Robust, strong

resistance)

rehabilitation starting on
day 7. The patient’s anger
subsided and he became
calmer.

NPI score 26 (agitation, 12; 50 (hallucinations, &; 24 (agitation, 12; apathy,
(at start of dysphoria, 2; agitation, 12; dysphoria, 3; disinhibition, 1;
administration) disinhibition, 3; 9; anxiety, 3; irritability, irritability, 8)
irritability, 6; nighttime 8; aberrant behavior, 8;
behavior, 3) appetite change, 2)
NPI score 0 11 (hallucinations, 1; 8 (agitation, 3; apathy, 2;
(at discharge) agitation, 4; dysphoria, 1; | irritability, 3)
anxiety, 1; irritability, 1;
aberrant behavior, 3)
FIM score 22 points (motor, 14; 27 points (motor, 22; 22 points (motor, 17;
(at start of cognition, 8) cognition, 5) cognition, 5)
administration)
FIM score 34 points (motor, 25; 49 points (motor, 39; 29 points (motor, 19;
(at discharge) cognition, 9) cognition, 10) cognition, 10)
Effects of YGS Smooth adaptation to Started to smile on day 5. | First able to perform

Began to adapt to
rehabilitation on day 9.

walking training on day 8.
Completely adapted to
rehabilitation by day 16.

the constituent herb Uncariae uncis cum ramulus
[10,11]. 5-HT\a receptors are related to emotional
activation [12] and show inhibitory effects on agitation
and irritability via the anxiolytic effects caused by the
partial agonist action [13,14]. YGS stimulation of
5-HTia receptors also induces desensitization
(downregulation) of 5-HT:a receptor proteins in the
prefrontal region [15-17], but an interval of 2-4 weeks
between the start of dosing and the onset of this effect
can be expected. In our patients, early effects were
seen in 1-2 weeks, which suggested that the main
factor was a partial agonist action on 5-HTia
receptors.

YGS also has an effect on the neuroexcitatory
glutamic acid nervous system in the brain [18,19] and
exerts neuroprotective effects against beta amyloid-
induced cytotoxicity [2]. These neuropharmacological

actions contribute to the sedative effects of YGS, but
the complete mechanism of action has not been fully
elucidated. Further research on this issue is anticipated.
At present, it seems appropriate to limit the use of
YGS to reducing symptoms such as anger and agitation
that develop secondary to a communication disorder.
Patient 1 experienced drowsiness for about 2 days
after starting YGS treatment, but this condition rapidly
improved; therefore, a causal relationship could not be
established. YGS has been reported to prolong sleep
time, particularly non-REM sleep [20], and it may
have a beneficial effect on sleep structure [5]. When
using YGS, caution should be taken to prevent
nighttime staggering caused by hypersomnolence.
The introduction of Oriental medical methods such
as Kampo medicine and acupuncture in rehabilitation
is a rational and worthwhile approach; these methods
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can be used to improve psychiatric symptoms as well
as physical function. However, these effects have not
yet been adequately investigated. Proper use of this
medicine in conjunction with psychotropics should be
evaluated in a larger number of patients. Long-term
administration is an issue for further investigation.

Conclusion

In patients with communication disorders such as
motor aphasia, secondary psychiatric symptoms such
as emotional lability can occur and may be difficult to
treat. In these patients, YGS may be effective and
worthwhile as supplemental therapy.
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