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Abstract

In routine practice, selecting a Kampo treatment for hot flashes
can be challenging. Subjects of this study were 890 cases out of
572 patients who received Kampo treatment for hot flashes by first
author. Patients were asked if they had undergone bilateral oopho-
rectomy/if they were receiving medication for pseudomenopause, if
they were premenopausal, if they had “cold in the lower body,” and
if they had irritability. Toki-shakuyaku-san, Keishi-bukuryo-gan, and
Kami-shoyo-san have been selected as the 3 main herbal formula-
tions as a Kampo extracts for hot flash. If patients failed to respond
to these 3 medications, Oren-gedoku-to or Nyoshin-san was se-
lected. In this study, formulations were prescribed based on a draft
protocol the first author had prepared on his experience prior to the
start of the study. Based on the results of this study, the protocol
was improved to be more efficient. The most effective medication for
patients who had undergone bilateral oophorectomy/who were re-
ceiving medication for pseudomenopause was Keishi-bukuryo-gan,
the most effective medication for premenopausal patients was Toki-
shakuyaku-san, the most effective medication for postmenopausal
patient with irritability was Kami-shoyo-san., and the most effective
medication for postmenopausal patient with “cold in the lower body”
was Keishi-bukuryo-gan.
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Introduction

Hot flashes are a physical symptom typical of menopause and are
thought to be caused by an autonomic imbalance due to decreased
Estrogen (E) levels. The symptoms are flushing and a warm sensa-
tion from the neck up and sweating. Hormone Replacement Thera-
py (HRT), which supplements hormones like E, has been commonly
used to treat hot flashes and is considered effective for menopausal
symptoms [1-3]. For menopausal women who have had their uter-
us removed, E, the follicular hormone, is administered alone. For
women who still have their uterus, a method has been established
whereby Progesterone (P), the luteal hormone, is administered either
cyclically or continuously in addition to E. The rationale for this is
because research has found that administering E alone increases the
risk of endometrial cancer, but adding progesterone reduces this risk.
HRT was also previously thought to increase the risk of breast cancer.
Other reported risks of HRT include an increased risk of myocardi-
al infarction and cerebral infarction. A drawback of this therapy is
that cyclic administration of E and P can cause withdrawal bleeding
at regular intervals even in postmenopausal women causes and that
continuous administration of E and P can cause occasional abnormal
vaginal bleeding.

Women who have undergone bilateral oophorectomy or who are
receiving pseudomenopause therapy with a GnRH agonist or antago-
nist are prone to hot flashes. Recently, nonhormonal therapy is devel-
oping such as Antidepressant [4-7]. It has been reported that exercise
and Yoga are effective for hot flashes [8].

Several herbal formulations have long been known to be effective
in treating hot flashes [9-22]. Many herbal formulations are used as a
package called Kampo extracts in Japan. Adverse reactions as a result
of taking these herbal formulations are rarely noted, so the number of
patients wishing to receive Kampo treatment has increased over the
past few years.

The 3 main herbal formulations prescribed for hot flashes are To-
ki-shakuyaku-san, Keishi-bukuryo-gan, and Kami-shoyo-san [11].
Other effective formulations include Oren-gedoku-to, Nyoshin-san
[22] The efficacy of these 3 main herbal formulations in treating hot
flashes has been found to be comparable to that of HRT. However, a
definitive protocol for selecting which herbal formulation to prescribe
first to patients with hot flashes has not been established. Based on
the results of the current study, the author aims to determine whether
a draft protocol that was used as the prescribing criteria in this study
is valid or not and to devise an improved protocol that can more effi-
ciently identify formulations that are effective at treating hot flashes.

Subjects and Methods

Subjects of this study were 890 cases out of 572 patients seen by
first authors between May 2012 and September 2024. The number of
cases is the number of patients who were initially prescribed a Kam-
po formulation for the first time. The Kampo formulations assessed
in this study were Toki-shakuyaku-san, Keishi-bukuryo-gan, and
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Kami-shoyo-san, which were the 3 main herbal formulations pre-
scribed, as well as Oren-gedoku-to and Nyoshin-san. Patients’past
medical history was reviewed to see whether or not they had un-
dergone bilateral oophorectomy. The history of their present illness
was reviewed to see if they were receiving a medication that caus-
es pseudomenopause, such as a GnRH agonist/antagonist. Patients
were interviewed regarding the status of the menstrual cycle. whether
the patient was premenopausal or postmenopausal was determined
by measuring follicle-stimulating hormone (FSH) and estrogen (E),
whether they had chills or not and the site of those chills, and whether
they were irritable or not were interviewed. A lack of menstruation
for at least 2 years or FSH >40 mIU/ml and E<20 pg/ml in a blood
hormone test was deemed to indicate menopause. Premenopause is a
state in which a woman is not yet fully menopausal, and it includes
the period of irregular menstruation leading up to menopause.

During the initial visit, patients were first prescribed 3 packets of
an extract per day (7.5 g in total), divided into 3 doses (the standard
dose of an extract from Tsumura), for one month. Upon the return vis-
it a month later, the patient was asked about a reduction in hot flashes.
If they had not decreased at all, the herbal formulation was switched
to another medication prescribed. If the first medication prescribed
reduced hot flashes but not sufficiently so, the dosage was increased
to 4 packets per day (10 g in total), divided into 2 doses, and a new
one-month supply was prescribed. The same procedure was followed
during subsequent visits. The dosage was increased to 6 packets per
day (15 g in total), divided into 3 doses in case that the effectiveness
was incomplete with 4 packets per day.

The draft protocol used for prescribing in this study is shown in
figure 1. The protocol was prepared by the first author based on his
experience treating hot flashes. This study was conducted in accor-
dance with the belief that the optimal Kampo treatment for individual
patients with hot flashes could be provided by selecting the initial
medication to prescribe based on this draft protocol. Data obtained
over a period of 13 years were retrospectively analyzed. To determine
the specific Kampo extract to prescribe first, the interview was em-
phasized, and Keishi-bukuryo-gan was prescribed for patients who
had undergone bilateral oophorectomy or who were receiving pseu-
domenopause therapy. For other patients, the formulation was select-
ed as follows: Toki-shakuyaku-san was prescribed for premenopausal
patients, Keishi-bukuryo-gan was prescribed for postmenopausal pa-
tients with “cold in the lower body,” Kami-shoyo-san was prescribed
for postmenopausal patients who were irritable, and Toki-shakuyaku-
san was prescribed for postmenopausal patients with no cold in the
lower body and who were not irritable. When there was uncertainty
over whether to prescribe Keishi-bukuryo-gan or Kami-shoyo-san
for postmenopausal patients who had “cold in the lower body” and
who were irritable, Keishi-bukuryo-gan was prioritized. If the patient
failed to respond to the first or second medication prescribed, the
formulation that had not been used among the 3 main formulations
prescribed for hot flashes was prescribed as the third medication. If
the patient failed to respond to all 3 of the main prescriptions for hot
flashes, Oren-gedoku-to was prescribed during the first half of this
study (until the end of 2017) and Nyoshin-san was prescribed during
the latter half (2018 and afterwards).

Once the effectiveness of an herbal formulation plateaued, patients
were asked about their level of satisfaction with the effectiveness of
treatment, with 100% representing the highest level of satisfaction.
Patients whose level of satisfaction was 60% or higher were deemed
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Figure 1: The draft protocol and flow diagram for selection of formula-
tions for hot flashes.

to be responders. Effective rate was defined as the proportion of re-
sponders, and efficacy was defined as the average level of satisfaction
among responders. Methods using the level of satisfaction to assess
the effectiveness of treatment have been reported in previous studies
[23,24]. The definitions used here are based on a study in which 255
randomly selected patients were asked about their level of satisfaction
with treatment while simultaneously having them select one of the
following 6 levels of improvement levels indicated by the attending
physician [25]. The 6 levels of improvement were: “(1) Symptoms
disappeared, (2) Symptoms almost disappeared, (3) Symptoms de-
creased considerably, (4) Symptoms decreased, (5) Symptoms de-
creased slightly, and (6) Symptoms have decreased.” As compared
with these 6 levels of improvement and patient satisfaction, 86.7%
(163/188) had a level of improvement of (1)-(2) which correlated
with a level of satisfaction of 90-100%, 84.6% (132/156) had a lev-
el of improvement of (2)-(3) which correlated with a level of sat-
isfaction of 80-90%, 94.7% (89/94) had a level of improvement of
(3)-(#) which correlated with a level of satisfaction of 70-80%, 90.7%
(68/75) had a level of improvement of (4)-(5) which correlated with
a level of satisfaction of 60-70%, and 87.5% (14/16) had a level of
improvement of (5)-(6) which correlated with a level of satisfaction
of 50-60%.

A test for a difference in proportions (a Z-test) was used to exam-
ine effective rate. The Student’s t-test was used to examine efficacy.
Both tests examined significant differences at a 5% level of signifi-
cance (a error). Confidence intervals were set at 95%.

Informed consent for participation in this study was obtained ver-
bally. Patient information was extracted from electronic medical re-
cords and included only treatment details and the patient’s initials to
ensure that individuals could not be identified. The data were strictly
managed and stored within the facility. Approval to conduct this study
was obtained beforehand from the Institutional Review Board of the
facility where the author works.

Results

Effective rate and efficacy in all patients are shown by formula-
tion in table 1 for each of the 4 conditions asked about in the inter-
view (had undergone bilateral oophorectomy/were receiving medi-
cation for pseudomenopause, being premenopausal, “cold in the
lower body,” and being irritable). However, premenopausal patients
excluded those who had undergone bilateral oophorectomy/those re-
ceiving medication for pseudomenopause. Among the 3 main formu-
lations prescribed for hot flashes, the following formulations had a
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Bilateral oophorectomy

Pseudomenopause therapy

Pre-menopause Cold in the lower body Irritable

Effective rate 72.7%(16/22)

76.6%(144/188) 71.8%(56/78) 67.5%(52/77)

Tokishakuyaku-san

Efficacy 80 84 80.9 80.7
Effective rate 90.0%(18/20) 66.7%(84/126) 76.3%(87/114) 65.0%(39/60)
Keishibukuryo-gan
Efficacy 86.1 81.5 81.2 80
Effective rate 85.7%(6/7) 66.3%(59/89) 71.2%(37/52) 80.8%(21/26)
Kamishoyo-san
Efficacy 78.3 81.9 73.9 85.7

Effective rate 75.0(3/4)

52.6%(10/19) 46.2%(6/13) 70.0%(7/10)

Orengedoku-to
Efficacy 65

80.5 83.3 82.1

Effective rate 57.1%(16/28)

50.0%(6/12) 72.7%(8/11) 57.1%(4/7)

Nyoshin-san

Efficacy 74.1

76.7 70.6 77

Table 1: Effective rate and efficacy by Kampo formulation in all patients with each of the 4 given conditions (asked about in the interview).

higher effective rate and efficacy for a given condition (asked about
in the interview). In patients who had undergone bilateral oophorec-
tomy/who were receiving medication for pseudomenopause, Keis-
hi-bukuryo-gan had an effective rate of 90.0% and an efficacy of 86.1.
In patients who were premenopausal, Toki-shakuyaku-san had an ef-
fective rate of 76.6% and an efficacy of 84.0. In patients with “cold in
the lower body,” Keishi-bukuryo-gan had an effective rate of 76.3%
and an efficacy of 81.2. In patients who were irritable, Kami-shoyo-
san had an effective rate of 80.8% and an efficacy of 85.7. However,
there was no significant difference in the effective rate and efficacy
of pairs of formulations compared by a given condition (asked about
in the interview). Similar results were obtained for effective rate as
shown in the flow diagram in figure 1. In patients to whom none of the
interview questions applied, Keishi-bukuryo-gan had higher effective
rate. However, there was no significant difference in the effective rate
of pairs of formulations compared by a given condition (asked about
in the interview).

The effective rate and efficacy of Keishi-bukuryo-gan were com-
pared depending on whether or not patients had undergone bilateral
oophorectomy/they were receiving medication for pseudomenopause.
These of Toki-shakuyaku-san were compared depending on whether
or not patients were premenopausal. These of Keishi-bukuryo-gan
were compared depending on whether or not patients had “cold in the
lower body.” These of Kami-shoyo-san were compared depending on
whether or not patients were irritable. The results are shown in table
2. A comparison of effective rate revealed significant differences de-
pending on whether or not patients were premenopausal or irritable
(P=0.0054, 0.016). A comparison of efficacy revealed significant dif-
ferences depending on whether or not patients had undergone bilateral
oophorectomy/they were receiving medication for pseudomenopause
and whether or not they were irritable (P=0.018, 0.044).

Oren-gedoku-to or Nyoshin-san was the fourth medication pre-
scribed to patients who failed to respond to the 3 main formulations
prescribed, and the effective rate and efficacy of these two formu-
lations are shown in table 1. Oren-gedoku-to had a higher effective
rate in patients who had undergone bilateral oophorectomy/who were
receiving medication for pseudomenopause (75.0%) and in patients
who were irritable (70.0%). Nyoshin-san had a higher effective rate
in patients with “cold in the lower body” (72.7%).

The effective rate and efficacy of all 5 of the formulations used
in this study are shown in table 3 by formulation, along with the

HSOA J Altern Complement Integr Med ISSN: 2470-7562, Open Access Journal

Effective rate P(Z test) | Efficacy | P(t test)
Bilateral
oophorec-
tomy or 90.0%(18/20) 86.1
Keishi- Pseudom- o 0.074 A 0.018
bukuryo-gan enopause
therapy
not above 71.5%(201/281) 81.8
Pre-meno-
76.6%(144/188) 84
Tok- pause
N 0.0054 0.072
ishakuyaku-san Post-meno-
63.1%(106/168) 78.9
pause
Cold in
the lower 76.3%(87/114) 833
Keishi- body(+)
0.12 0.29
bukuryo-gan Cold in
the lower 67.7%(113/167) 82.4
body(-)
Irritable(+) 78.3%(72/92) 80.9
Kamishoyo-san 0.016 0.044
Irritable(-) 60.6%(40/66) 79.8

Table 2: A comparison of effectiveness depending on whether or not Kam-
po formulations were most efficacious/effective in treating each of the 4
given conditions asked about in the interview.

average number of packets of an extract required to maintain the level
of satisfaction among responders to each prescription. Among the 5
formulations prescribed, Toki-shakuyaku-san had the highest effec-
tive rate and highest efficacy, followed by Kami-shoyo-san, and then
others. When the effective rate of pairs of formulations was compared,
significant differences were noted only between Toki-shakuyaku-
san and Keishi-bukuryo-gan (P=0.0038), Toki-shakuyaku-san and
Oren-gedoku-to (P=0.007), and Kami-shoyo-san and Oren-gedoku-to
(P=0.011). When the efficacy of pairs of formulations was compared,
significant differences were noted only between Toki-shakuyaku-san
and Nyoshin-san (P=0.007) and Toki-shakuyaku-san and Oren-gedo-
ku-to (P=0.034). The average number of packets required to maintain
the level of satisfaction among responders was rounded off, resulted
in 4 packets per day for all formulations.

Discussion

When selecting an effective formulation from among the 3 main
formulations prescribed for hot flashes based on the figure 1, tables
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) ) the average number of
5 formulations in
. packets needed of an
the all patients
extract
Tok- Effective rate 74.3%(281/378)
3.68
ishakuyaku-san Efficacy 82
Keishi- Effective rate 63.7%(179/281)
3.73
bukuryo-gan Efficacy 81.8
Effective rate 70.4%(112/159)
Kamishoyo-san 3.65
Efficacy 80.5
Effective rate 50.0%(22/44)
Orengedoku-to 3.46
Efficacy 76.4
Effective rate 64.3%(18/28)
Nyoshin-san 3.72
Efficacy 73.9

Table 3: Effective rate and efficacy of the 5 formulations for hot flashes
prescribed in this study in all patients by formulation, and the average
number of packets of an extract from Tsumura that is required to maintain
the level of satisfaction in responders.

1-3, Keishi-bukuryo-gan is apparently a good first medication to pre-
scribe for patients who had undergone bilateral oophorectomy/who
were receiving medication for pseudomenopause. Toki-shakuyaku-
san is apparently a good first medication to prescribe for premeno-
pausal patients. Keishi-bukuryo-gan is a leading candidate as the first
medication prescription for patients with “cold in the lower body”.
Kami-shoyo-san is recommended as the first medication to prescribe
for patients who were irritable. Previously, Toki-shakuyaku-san was
selected as the first medication to prescribe for patients without “cold
in the lower body” and who were not “irritable.” However, the current
results indicated that the effective rate in Keishi-bukuryo-gan ranked
highest for the patients who have no cold in the lower body and no
irritability, so Keishi-bukuryo-gan should probably be the first med-
ication chosen in that case. Toki-shakuyaku-san had a significantly
higher efficacy in premenopausal patients than in postmenopausal
patients, which can be explained by the fact that declining ovarian
function and reduced E production as menopause approaches are con-
sidered to be causes of hot flashes, but Toki-shakuyaku-san is thought
to limit the decline in E and to act to regulate hormones [26,27]. If
patients failed to respond to the 3 main formulations prescribed in
this study, a fourth medication was prescribed. However, there was
a shift from Oren-gedoku-to to Nyoshin-san over the 13 years stud-
ied. A look at the results of this study over 12 years indicates that,
as shown in Table 1, Oren-gedoku-to had a higher effective rate in
patients who had undergone bilateral oophorectomy/who were re-
ceiving medication for pseudomenopause and in patients who were
irritable while Nyoshin-san had a higher effective rate in patients with
“cold in the lower body.” In patients who failed to respond to the 3
main formulations prescribed, results thus indicated that the improved
protocol in figure 2 should be followed, with Oren-gedoku-to being
selected for patients who had undergone bilateral oophorectomy/who
were receiving medication for pseudomenopause or who presented
with irritability and with Nyoshin-san being selected for those with
“cold in the lower body.” In patients who had undergone bilateral
oophorectomy/who were receiving medication for pseudomenopause,
Keishi-bukuryo-gan should probably be selected as the first medica-
tion to prescribe and Oren-gedoku-to should probably be selected as
the second medication to prescribe. The results of this study indicate
that the medication selection protocol should be improved as shown
in figure 2. By switching to the improved protocol in figure 2 and

HSOA J Altern Complement Integr Med ISSN: 2470-7562, Open Access Journal

prescribing formulations based on it from now on may further im-
prove the outcomes of Kampo treatment for hot flashes.

Figure 2: The improved protocol and flow diagram for selection of formu-
lations for hot flashes.

J

A total of 32 patients failed to respond by the fourth medication
Over a period of 12 years, so an average of 2.7 patients per years
(32patients/12 years) failed to respond to Kampo treatment. There-
fore, Kampo medicine using herbal formulations can be one of the
non-hormonal treatments for hot flash.

Based on table 3, Toki-shakuyaku-san had the highest effective
rate (over 74%) and the highest efficacy (80.0) overall of all the 5 for-
mulations described in this study. Therefore, when one is having dif-
ficulty determining which formulation to prescribe, Toki-shakuyaku-
san is thus likely to be efficacious.

That said, all 5 formulations of extracts from Tsumura needed to
be prescribed in a dose of 4 packets per day in order to achieve a
sufficient level of satisfaction. If, therefore, signs of the alleviation
of hot flashes are noted with 3 packets per day (the standard dose for
a Tsumura extract), then the dose should promptly be increased to 4
packets per day (divided into 2 doses). Having the divided into 2 also
improves medication compliance.

In this study, Oren-gedoku-to and Nyoshin-san were prescribed
less often than the 3 main formulations. Therefore, the medication
selection protocol should be further improved by gaining experience
prescribing other formulation such as Tsudo-san, Go-shaku-san and
assembling more patients.

Conclusion

Based on the results of this study, an improved protocol (Figure
2) was devised as a way to allow the efficient selection of Kampo
extracts that would be effective in treating hot flashes. The improved
protocol that resulted can serve as a guideline for selecting formula-
tions that are effective in treating hot flashes.

If a patient has undergone bilateral oophorectomy or is receiv-
ing pseudomenopause therapy, Keishi-bukuryo-gan should be pre-
scribed. For other patients, Toki-shakuyaku-san should be prescribed
for premenopausal patients, Kami-shoyo-san should be prescribed for
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postmenopausal patients who are irritable, and Keishi-bukuryo-gan
should be prescribed for postmenopausal patients with cold in the
lower body or none of these criteria apply. In case that the 3 main
formulations were invalid, Oren-gedoku-to should be prescribed for
patients who have undergone bilateral oophorectomy/who are receiv-
ing pseudomenopause therapy or who is irritable as the fourth med-
ication. Nyoshin-san should be prescribed for those with cold in the
lower body.
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