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Abstract :

Objective

To survey patients who were prescribed the combination of an Aconiti Tuber-containing Kampo medicine (Sino-Japanese traditional herbal medicine) and
gastric preparation(s), which may increase the incidence and severity of adverse reactions induced by Aconiti Tuber.

Methods

We analyzed 5,859 prescriptions of Aconiti Tuber-containing Kampo medicines, that had been issued to 762 patients who visited Kitasato University Hos-
pital from January 1994 to December 1998. The age distribution, types of Aconiti Tuber-containing Kampo medicine and treatment duration, and types of
concomitant gastrointestinal preparations and treatment duration were studied.

Results

The age group that was most frequently prescribed an Aconiti Tuber-containing Kampo medicine was 55-64 yr. Nearly one-third of the 762 patients were
elderly (over 65 years). Four formulae of Aconiti preparations were prescribed: Hachimi-jio-gan (Ba-Wei-Di-Huang-Wan, /\BKH1 3 1) was the most fre-
quently prescribed, followed by Gosha-jinki-gan (Niu-Che-Shen-Qi-Wan, ¥ ®5#), Keishi-ka-jutsubu-to (Gui-Zhi-Jia-Shu-Fu-Tang, FEAANL K )
and Shimbu-to (Zhen-Wu-Tang, EL##). Fourteen cases also concomitantly received processed aconite powder. The treatment duration of each Aconiti
preparation showed marked individual variation. The treatment duration of Keishi-ka-jutsubu-to and Shimbu-to tended to be longer than that of the other
two formulae. Sixty-six cases(8.6%) were taking a combination of an Aconiti preparation and a gastrointestinal preparation(s). Among them, 42 cases
(5.5%) were taking antacids. Those most frequently taking a combination of Aconiti and gastrointestinal preparations, were aged between 65 and 74 yr.

Conclusion
Our results indicate that patients receiving an Aconiti Tuber-containing Kampo medicine should be placed under long-term monitoring for adverse reac-
tions, and information on their drug history including the use of over-the-counter (OTC) drugs is required. .

Keyword : Aconiti Tuber, gastrointestinal preparations, drug utilization study, drug interaction

ences in absorption and receptivity are known to be responsible for

Introduction C . . -
intoxication by Aconite under certain conditions, and several cas-

The source of “Bushi (Hff~F: Aconiti Tuber)” is the roots of
Aconitum carmichaeli Debeaux and similar species of the Ranun-
culaceae family. Clinically, Aconiti Tuber is an important constituent
of Kampo formulae for the treatment of pain and inflammation and
far impravemant nf a fealing nf caldnece The active ingredients of
Aconiti Tuber include aconitine, mesaconitine, hypaconitine and
similar, highly toxic alkaloids. In Oriental medicine, Aconiti Tu-
ber is clinically used after a specific process of attenuation called
“Shuji ({5#8)", in which aconitine compounds are converted to
benzoylaconine and related compounds by hydrolysis during heat-
ing. The acute toxicity of these benzoylaconine analogs in mice in
toxicity tests has been reported to be attenuated to 1/50 to 1/1,000
of that of the original compounds"*. However, individual differ-

es are reported each year. We experienced a patient who manifest-
ed adverse reactions which were thought to be due to Aconiti Tu-
ber, including labial paralysis and dysphagia after the combined use
of ethical extract granules of Gosha-jinki-gan with Shuji Bushi(processed

Aconiti Tuber) and Keishi-ka-jutsubu-to and over-the-counter (OTC)
gastric preparations” . Nakano® and Tanaka® reported side ef-

fect of Keishi-ka-jutsubu-to extract granule with or without processed
Aconiti Tuber respectively. Therefore, attention should be paid to
processed Aconiti Tuber and Aconiti Tuber-containing Kampo med-
icine extract granules.

On the other hand, basic substances such as alkaloids dissolve in
water as the jonized form. In the presence of increased gastric acid
secretion and at low pH, the acidic component binds protons (H*)

PURIGESRSE)  RMMAT T 194 -8543 BEAGATEITHHENIS2ED 3 - 3165
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and is converted to the non-ionic form to achieve equilibrium and
increase its lipid solubility, and thus facilitates absorption. Howev-
er, because the pH of human blood is strictly maintained at ap-
proximately 7.4, the absorbed acidic components release protons,
and thus the protons do not return to the gastrointestinal tract. Sim-
ilarly, in the presence of increased gastric acid secretion, it becomes
more difficult for basic components to be absorbed, while an in-
creasing pH facilitates their absorption. Tomokane et al.® reported
that alkaloid absorption increased as the intragastric pH showed an
inclination toward a more alkaline milieu. Thus, an increase in in-
tragastric pH is associated with abrupt absorption of Aconite alka-
loids, which in turn is considered to be closely related to the de-
velopment of the adverse reactions induced by Aconiti Tuber-con-
taining Kampo medicines”. The intragastric pH shows marked vari-
ation among individuals. In an individual, the intragastric pH shows
circadian rhythmicity, and it changes due to aging, upon ingestion
of a meal, and upon the use of antacids including histamine type-2

sulting from increased urinary phosphate excretion; however, be-
cause it also affects the gastrointestinal pH, we classified the gel as
adrug in Group 2. On the other hand, agents enhancing ulcer-pro-
tective factors such as teprenone (Selbex®, Eisai, Tokyo) and re-
bamipide (Mucosta®, Otsuka Pharmaceutical, Tokyo) were excluded
from this study because they were considered to not be directly in-
volved in either neutralizing gastric acid or inhibiting its secretion.
Regarding the combined treatment of an Aconiti Tuber-containing
Kampo formula and a gastrointestinal preparation, we investigated
the prescriptions for gastrointestinal preparations that had been is-
sued to our patients for various symptoms by several other depart-
ments in our hospital, concurrently with an Aconiti Tuber-contain-
ing Kampo formula.

Results

1. Characteristics of the subjects
The 762 patients who were prescribed an Aconiti Tuber-contain-

ing Kampo medicine during the study period consisted of a slight-
ly higher percentage of men (406 patients, 53.3%) than women (356

i
%

fi’)feceptor blockers (H: RBs) and proton pump inhibitors(PPIs), which
~#may cause a rise in PH to approximately seven. Thus, the combined

use of antacids and Aconiti Tuber-containing Kampo medicines is
assumed to be a risk factor for the development of adverse reactions
induced by Aconiti Tuber. We previously clarified the occurrence
of poisoning symptoms and death upon administration of a sublethal
dose of Aconiti Tuber to mice with increased pHY . An elevated in-
tragastric pH due to a gastrointestinal preparation or aging may in-
crease the likelihood of developing an adverse reaction induced by
Aconiti Tuber-containing Kampo medicines. Therefore, we sur-
veyed patients who received the combination use of Aconiti Tuber-
containing Kampo medicines and gastrointestinal preparations in
order to evaluate the risk for adverse reaction.

Materials Methods

We analyzed 5,859 prescriptions of an Aconiti Tuber-containing
Kampo formula that had been issued to 762 patients who had re-
ceived treatment at Kitasato University Hospital over a 5-year pe-

# riod from January 1994 to December 1998. We studied the age dis-

.AAribution of the patients, types of Aconiti Tuber-containing Kampo
formulae and number of treatment days, and types of concomitant-
ly-prescribed gastrointestinal preparations and the treatment dura-
tion of the Aconiti Tuber-containing Kampo formula with the gas-
trointestinal preparation(s). The concomitantly-prescribed gas-
trointestinal preparations were categorized into the following three
groups: (1) gastrointestinal preparations containing sodium bicar-
bonate (hereafter called "Group 1"); (2) gastrointestinal prepara-
tions containing aluminium or magnesium hydroxide (hereafter

called "Group 2"); and (3) gastrointestinal preparations repressing
gactrin asid vooretion ouch ao uu [IZ2 RD vL T widl daiicia acuons

(hereafter called "Group 3").

Kolantyl granule® is composed of dicyclomine hydrochloride (5
mg/g), dried aluminium hydroxide gel (400 mg/g), and magnesium
oxide (200 mg/g), and is frequently administered as an antispas-
modic. Because its main constituents, i.e., dried aluminium hy-
droxide gel and magnesium oxide, affect the intragastric pH, Kolantyl
granule was included in Group 2. Dried aluminium hydroxide gel
is commonly used to prevent the formation of urinary calculi re-

patients, 46.7%). The age distribution is shown in F ig. 1. The 245
elderly patients (32.2%, aged over 65 yr) comprised approximate-
ly one-third of all patients. Aconiti Tuber-containing Kampo med-
icines were most frequently prescribed to those aged 55-64 yr among
both men and women, followed by those aged 65-74 yr among men
and by those aged 45-54 yr among women.

2. Types of prescribed Aconiti Tuber-containing Kampo med-
icines

Four formulae of Aconiti Tuber-containing Kampo medicines
were prescribed at our hospital: Hachimi-jio-gan (Ba-Wei-Di-Huang-
Wan, /\BR#1 % H,), Gosha-jinki-gan (Niu-Che-Shen-Qi-Wan, 4=
HE KAL), Keishi-ka-jutsubu-to (Gui-Zhi-Jia-Shu-Fu-Tang, B ¥
ANFLHE ) and Shimbu-to (Zhen-Wu-Tang, Z 5#). These four
formulae are extract granules for ethical use prepared by Tsumura
(Tokyo). Processed Aconiti powder (Sanwa Shoyaku, Tochigi) was
also used as an additive to some Kampo medicines. Table 1 shows
the composition of each of these preparations. Categorizing the pa-
tients by sex and age group, Hachimi-jio-gan was the most fre-
quently prescribed formula and was prescribed in 3,246 prescrip-
tions (409 cases, 55.4% of prescriptions); it was followed by Gosha-
Jinki-gan in 1,681 prescriptions (227 cases, 28.7%), Keishi-ka-jut-
subu-to in 791 prescriptions (107 cases, 13.5%), and Shimbu-to in
141 prescriptions (19 cases, 2.4%) (Fig. 2). Hachimi-jio-gan was
most frequently prescribed to men aged 55-64 yr, comprising 18.2%
of all of the prescriptions. Gosha-jinki-gan was most frequently

prescribed to women aged 55-64 yr, comprising 14.6% of all of the
prescriptions. Keishi-ka-jutsubu-to was by far the most frequently

prescribed to women aged 45-54 yr and women aged 55-64 yr, each
comprising 22.3% of all of the prescriptions. This indicates that
Keishi-ka-jutsubu-to was prescribed to approximately half of the
women aged 45-64 yr. Shimbu-to was also frequently prescribed to
women aged 45-54 yr and women aged 55-64 yr, each comprising
22.2% of all of the prescriptions. Moreover, processed aconite pow-
der was prescribed to 14 cases, comprising 1.8% of all of the pre-
scriptions.
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Fig.1 Age distribution of patients who were prescribed an
Aconiti Tuber-containing Kampo medicine during the
study period.

3. Duration of the treatment with Aconiti Tuber-containing
Kampo medicine

The mean length of the prescribed period of each formula (mean
+ $.D.) is indicated below. The mean length of the prescribed pe-
riod of Hachimi-jio-gan was 178.5 + 238.4 (S.D.) days (range, 3-
1,414 days); that of Gosha-jinki-gan was 166.1 = 210.8 (S.D.) days
(range, 2-1,520 days); that of Keishi-ka-jutsubu-to was 232.3
159.8 (S.D.) days (range, 7-742 days); and that of Shimbu-to was
2459 + 176.8 (S.D.) days (range, 7-742 days). The individual vari-
ation was extremely marked regarding the number of days that each
preparation was prescribed. The treatment duration of Keishi-ka-
jutsubu-to and Shimbu-to tended to be longer because they were
prescribed for pain relief. Some patients took Hachimi-jio-gan or
Gosha-jinki-gan continuously for several years and this tendency
appeared to be particularly marked among patients who were pre-
scribed these formulae in the Department of Urology.

Table 1. Composition of various Aconiti Tuber-containing
Kampo medicines.

Hachimi-jio-gan

Jio (#¥, Rehmanniae Radix), Sanshuyu (I1ZEHE, Corni
Fructus), Sanyaku (ILi3€, Dioscoreae Rhizoma), Takusha
({Ri&, Alismatis Rhizoma), Bukuryo (%, Hoelen),
Botampi (%t 7%, Moutan Cortex), Keihi (BERZ,
Cinnamomi Cortex), Bushi  (Fff -, Aconiti Tuber)

Gosha-jinki-gan

Jio, Goshitsu (4§, Achyranthis Radix), Sanshuyu,
Sanyalku, Shazenohi (BT AYF-, Plantaginic Semen).

Takusha, Bukuryo, Botampi, Keihi, Bushi

Keishi-ka-jutsubu-to

Keihi, Shakuyaku (%%, Paeoniae Radix), Sojutsu (&,
Atractylodis Lanceae Rhizoma), Taiso (KZE, Zizyphi
Fructus), Kanzo (H ., Glycyrrhizae Radix), Shokyo (%
3, Zingiberis Rhizoma), Bushi

Shimbu-to

Bukuryo, Shakuyaku, Sojutsu, Shokyo, Bushi

Shirnbu-10
141 shests (2.4%)

5,859 sheets
{100.0%)

Hachitmi-jio-gan
3,246 shests (55.4%)

Fig.2 Proportion of prescription sheets for four formulae of
Aconiti Tuber-containing Kampo medicines.

4. Combination with gastrointestinal preparations 55

The gastrointestinal preparations that were concomitantly taken
with an Aconiti Tuber-containing Kampo medicine are as follows.
Group | drugs that were prescribed together with an Aconiti Tuber-
containing Kampo formula, included S - M powder® f (Sankyo,
Tokyo) and the coded prescription of our hospital containing sodi-
um bicarbonate-Takadiastase-powdered gentian. Group 2 included
three drugs, which were Maalox® ¥ (Yamanouchi Pharmaceutical,
Tokyo), dried aluminium hydroxide gel and Kolantyl granule®;
Kolantyl granule® also has anticholinergic actions. Group 3 included
only four types of H2RBs (cimetidine, ranitidine, famotidine and
nizatidine). No combination with a PPI or selective muscarinic re-
ceptor antagonist was observed.

A total of 66 cases (66/762, 8.6%) received a combination of one
or more of the above-mentioned gastrointestinal preparations with
an Aconiti Tuber-containing Kampo medicine. Five cases (0.6%)
received a combination with one item of Group 1, 18 cases (2.4%)
received a combination with one item of Group 2, and 34 cases
(4.5%) received a combination with one item of Group 3. One case 4,
(0.1%) received a combination with one item each of Groups 1 and g
2, one case (0.1%) received a combination with one item each of
Groups | and 3, and seven cases (0.9%) received a combination
with one item each of Groups 2 and 3. No case received a combi-
nation with two or more gastrointestinal preparations belonging to
the same group.

Figure 3 shows a graph of the number of cases receiving a com-
bination of a gastrointestinal preparation(s) with an Aconiti Tuber-
containing Kampo medicine in each age group. The elderly (>65

ye) recaived more than half of these combined prescriptions. All
cases receiving a combination of an Aconiti Tuber-containing Kam-

po medicine with two gastrointestinal preparations were aged 65-
74 yr (four men, five wolmen).

The mean number of days that an Aconiti Tuber-containing Kam-
po medicine was prescribed with a gastrointesiinal preparation, or
with a Group 1, 2 or 3 gastrointestinal preparation was 16.5,10.5,
19.5 or 22.2 days, respectively. With regard to each formula con-
taining Aconiti Tuber, Hachimi-jio-gan, Gosha-jinki-gan, Keishi-
ka-jutsubu-to or Shimbu-to was combined with a gastrointestinal
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drug(s) for a mean of 13.1, 12.2, 7.1, or 18.1 days, respectively.
These results were approximately correlated with the treatment du-
ration of Aconiti Tuber-containing Kampo medicines.

Table 2 shows the characteristics of the 42 patients who received
a combination with a Group 3 drug. Among the H2RBs used in the
combination treatment, famotidine (Gaster®, Yamanouchi Pharma-
ceutical) was most frequently used (18 cases), followed by raniti-
dine (Zantac®, Sankyo), cimetidine (Tagamet®, GlaxoSmithKline,
Tokyo) and nizatidine (Acinon®, Zeria Pharmaceutical, Tokyo). In
nine patients (21.4%), these drugs were prescribed by different de-
partments, showing that in approximately 80% of the patients, the
H:RB and the Aconiti Tuber-containing Kampo medicine were pre-
scribed by the same department.

f S - M powder® is composed of taka-diastase, magnesium alumi-
nometasilicate, sodium bicarbonate, precipitated calcium carbon-
ate, Choji (1 F, Caryophylli Flos), Uikyo (1%, Foeniculi Fruc-
‘:V; tus), Keihi (REBZ, Cinnamomi Cortex), Shokyo (FE2, Zingiberis
Rhizoma), Sansho (WML, Zanthoxyli Fructus), Oren ( # &, Cop-
tidis Rhizoma) and Kanzo (H &, Glycyrrhizae Radix) (at 100, 400,
300, 200, 10, 20, 74.5,24.5, 1, 50, and 11.8 mg/1.3 g/package, re-
spectively).

T Maalox® is composed of dried aluminium hydroxide gel and
magnesium hydroxide (at 56.0 and 4.0 g/100 mL, respectively; dai-
ly dose for an adult: 16-48 mL).

Discussion

In the present study, among the patients who were prescribed an
Aconiti Tuber-containing Kampo medicine, the percentage of pa-
tients who were additionally prescribed a gastrointestinal drug(s)
was 8.6%, which is considered as not very high. However, it should
not be overlooked that more than half of these patients were elder-
ly with age over 65 yr, many of whom have hypochlorhydria or
achlorhydria. In addition, this percentage only includes prescrip-
tions issued at this hospital. Because Aconiti Tuber-containing Kam-
> po medicines are used for the treatment of chronic rheumatoid arthri-

/ tis and diabetic neuropathy, they are often used for extended peri-
ods of time. The average prescribed length of each Aconiti Tuber-
containing formula varied between 166 and 245 days, and thus metic-

{Case}
30 oWomen
mMen
25
2
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5
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Fig.3 Age distribution of patients receiving a combination of
an Aconiti Tuber-containing Kampo medicine and a
gastrointestinal preparation(s).
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ulous care and long-term follow-up have to be performed for pa-
tients receiving a combination with a drug repressing or neutraliz-
ing gastric acid, in order to prevent the development of adverse re-
actions. However, the actual duration of the combined use with a
gastrointestinal preparation potentially affecting the intragastric pH,
was comparatively short with an average of 16.5 days. This result
suggested that a drug repressing gastric acid secretion was com-
bined with a Kampo medicine for a limited period of time during
the hospitalization. Therefore, it is important to check newly added
prescriptions and to observe for the development of adverse reac-
tions during the hospitalization.

There have been occasional reports of intoxication caused by
boiled decoction of Aconiti Tuber-containing Kampo medicines9),
but very few reports of intoxication caused by Aconite preparations
that had already undergone an attenuation process. Because the tox-
icity of Aconiti Tuber in ethical extract preparations of Kampo med-
icine has been attenuated by heat treatment, less strict dosing in-
structions may be required for aconite preparations than for decoc-
tions. Adverse reactions induced by ethical Aconite powder have
been reported by Higashi and Sugayal0) and Sugata and Komorill).
Higashi and SugayalO) reported that adverse reactions in the cen-
tral nervous system including dazed condition and obnubilation
were observed in a patient with postherpetic neuralgia who received
2.7 g/day ethical Aconiti powder. Therefore, when Aconiti Tuber-
containing Kampo medicines are prescribed, regardless of the type
and regardless of whether it is a decoction or ethical extract pow-
der, it is important to monitor the development of adverse reactions.
Administration of even processed powder to the elderly whose gas-
tric secretion is commonly reduced, should be recognized as risky
and carried out cautiously.

Investigation of the combination of Aconiti Tuber-containing
Kampo medicines and gastrointestinal drugs used in this hospital
showed that less than 10% of patients prescribed an Aconiti Tuber-
containing Kampo medicine, were concomitantly prescribed a gas-
trointestinal preparation. However, when considering that gas-
trointestinal drugs may be prescribed at other medical facilities and
the extensive availability of OTC drugs, the percentage of patients
with combined use may be substantially higher. In particular, many
types of gastrointestinal OTC drugs contain sodium bicarbonate. In
addition, H2RBs were switched to OTC status in Japan in 1997, and
have become widely available. Thus, regarding Aconiti Tuber-con-
taining Kampo medicines, a follow-up study on their appropriate
use including self-medication is necessary. Aconiti tuber-contain-
ing Kampo medicines were often prescribed to the elderly. It was
clarified that about one-third of the total number of prescriptions

wole ivsucd w thiv Viduily pativites Uvwr 65 yi Ly the preosat inves
tigation. It is generally considered that the digestive function in-
cluding gastric acid secretion in elderly people is reduced and that
the intragastric pH is higher in the elderly than in young people. As
a result, gastrointestinal medicines are prescribed more often to the
elderly. We consider that surveys on drug utilization at other med-
ical institutions are also necessary .

We are now surveying the OTC drugs used by inpatients. Partic-
ularly in patients receiving Aconiti Tuber-containing Kampo med-
icines, a detailed drug history and long-term monitoring for adverse
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Characteristics of 42 patients who received a combination of Aconiti Tuber
containing Kampo medicine and a H2RB (Group3 drugs)

Sex Age  Kampo medicine Antacid Daily Administration  Prescribed Department prescribing ~ Department prescribing the
(yr) dose (times per day) (Numberof  the Kampo medicine antacid
days)
F 64 Hachimi-jio-gan famotidine ~ 40mg 2 X 28 Dermatology Gastroenterology
M 82 Hachimi-jio-gan famotidine  10mg 1 X 28 Urology Gastroenterology
F 69 Hachimi-jio-gan nizatidine 300mg 2% 28 Clinical Endocrinology  Clinical Endocrinology
F 64 Hachimi-jio-gan famotidine  20mg 2 X 28 Dermatology Dermatology
M 67 Hachimi-jio-gan famotidine ~ 40mg 2 X 28 Collagen Diseases and Collagen Diseases and
Infections Infections
M 64 Hachimi-jio-gan ranitidine 300mg 2X 28 Urology Cardiovascular Medicine
M 82 Hachimi-jio-gan famotidine ~ 20mg | 7 Urology Cardiovascular Medicine
M 71 Hachimi-jio-gan cimetidine ~ 400mg 2 X 30 Urology Internal Medicine
M 70 Hachimi-jio-gan ranitidine 150mg 2 X 30 Collagen Diseases and Collagen Diseases and
Infections Infections
M 74 Hachimi-jio-gan famotidine ~ 40mg 2 X 28 Urology Urology
M 69 Hachimi-jio-gan ranitidine 300mg 2Xx 14 Urology Urology
M 72 Hachimi-jio-gan ranitidine 150mg 2 X 30 Dermatology Dermatology
F 79 Hachimi-jio-gan ranitidine 150mg 2% 30 Clinical Endocrinology ~ Clinical Endocrinology
M 68 Hachimi-jio-gan famotidine  20mg 2% 28 Dermatology Dermatology
M 75 Hachimi-jio-gan ranitidine 150mg 2 X 28 Urology Urology
F 71 Hachimi-jio-gan cimetidine ~ 400mg 2 X 32 Urology Urology
M 66 Hachimi-jio-gan famotidine  20mg 2 X 14 Urology Urology
F 70 Hachimi-jio-gan cimetidine ~ 400mg 2X 28 Clinical Endocrinology  Clinical Endocrinology
M 35 Hachimi-jio-gan ranitidine 300mg 2 X 14 Urology Urology
M 66 Hachimi-jio-gan ranitidine 300mg 2 34 Urology Urology
F 52 Keishi-ka-jutsubu-  ranitidine 300mg 2 X 14 Collagen Diseases and Collagen Diseases and
to Infections Infections
F 72 Keishi-ka-jutsubu-  famotidine ~ 40mg 2% 28 Collagen Diseases and Collagen Diseases and
to Infections Infections
F 50 Keishi-ka-jutsubu-  famotidine ~ 20mg 2X 28 Orthopedics Gastroenterology
to
F 56 Keishi-ka-jutsubu-  nizatidine 150mg 2 X 14 Gastroenterology Gastroenterology
to
F 44 Keishi-ka-jutsubu-  famotidine ~ 40mg 2 X 14 Collagen Diseases and Collagen Diseases and
to Infections Infections
F 67 Keishi-ka-jutsubu-  cimetidine ~ 800mg 2X 14 Dermatology Gastroenterology
to
F 76 Keishi-ka-jutsubu-  ranitidine 300mg 2 X 14 Coilagen Diseases and Collagen Diseases and
to Infections Infections
M 67 Keishi-ka-jutsubu-  cimetidine ~ 200mg 1 X 14 Collagen Diseases and Collagen Diseases and
to Infections Infections
M 53 Keishi-ka-jutsubu-  famotidine ~ 20mg 2Xx 14 Dermatology Dermatology
to
F 57 Keishi-ka-jutsubu-  cimetidine ~ 800mg 4 X 14 Gastroenterology Gastroenterology
to
F 67 Gosha-jinki-gan ranitidine 300mg 2 X 28 Orthopedics Orthopedics
M 58 Gosha-jinki-gan ranitidine 300mg 2 X 14 Orthopedics Orthopedics
M 77 Gosha-jinki-gan famotidine ~ 20mg X 14 Urology Urology
M 66 Gosha-jinki-gan nizatidine 150mg 2 X 14 Collagen Diseases and Gastroenterology
Infections
F 59 Gosha-jinki-gan cimetidine ~ 800mg 2 X 7 Anesthesiology Anesthesiology
R Ad Gosha-iinki-gan famotidine ~ 40mg 2 X 14 Cardiovascular Cardiovascular Medicine
Medicine
M 79 Gosha-jinki-gan ranitidine 300mg 2 X 28 Urology Orthopedics
F 64 Gosha-jinki-gan famotidine  40mg 2X 14 Orthopedics Orthopedics
M 57 Gosha-jinki-gan famotidine ~ 40mg 2 X 57 Ophthaimology Ophthatmology
M 73 Gosha-jinki-gan famotidine ~ 40mg 2 X 12 Neurology Neurology
F 74 Gosha-jinki-gan famotidine ~ 20mg 2 X 21 Orthopedics Orthopedics
F 60 Shimbu-to nizatidine 150mg 2 X 28 Gastroenterology Gastroenterology
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reactions induced by Aconiti Tuber which are written in the pack-
age insert such as palpitation, rush of blood to the head, numbness
of the tongue and nausea, are required.

Conclusions

—_

. We discussed the risk factors for the development of adverse re-
actions induced by Aconiti Tuber, based on an investigation of
5,859 prescriptions of an Aconiti Tuber-containing Kampo med-
icine issued to 762 patients.

(3]

. In this study, the percentage of patients receiving an Aconiti Tu-
ber-containing Kampo medicine, who were concomitantly pre-
scribed a gastrointestinal preparation was low at 8.6%. Howev-
er, over half of these patients were elderly (>65 yr).

3. In patients receiving Aconiti Tuber-containing Kampo medicines,

long-term monitoring for adverse reactions and a detailed drug

history are required.
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