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Storage

Store in light-resistant, air-tight con-
tainers.

Expiration date
Use before the expiration date indi-
cated on the container and the outer
package.

(61AM)1166
October 1986
October 1986

Approval No.
Date of listing in the NHI reimbursement price
Date of initial marketing in Japan

DESCRIPTION

7.5 g of TSUMURA Tokishakuyakusan extract
granules(hereafter TJ-23) contains 4.0 g of a dried
extract of the following mixed crude drugs.

JP Peony ROOL ..o 4049

JP Atractylodes Lancea Rhizome............... 409

. JP Alisma Rhizome .........ccccoovivivivinnininne 4049
Composition JP Poria Sclerotium ........c.cocovvvciiinnninnne 4049
JP Cnidium Rhizome ........c.ccccoevvrccnnne. 3.0g

JP Japanese Angelica ROOL .........c.ccccvenneee 3.0g

(JP : The Japanese Pharmacopoeia)

Inactive ingredients 9P Magnesium Stearate
JP Lactose Hydrate
Dosage form Granules
Color Light grayish brown
Description | Smell Characteristic smell
Taste Slightly astringent
ID code TSUMURA/23

INDICATIONS

TJ-23 is indicated for the relief of the following symptoms of
those patients who have generally weak muscles and are easily
fatigued and whose waist and lower limbs are susceptible to
cold:

Anemia, malaise, climacteric disturbance (dull headache,
headache, dizziness, shoulder stiffness, etc.), menstrual irregu-
larity, dysmenorrhea, infertility, palpitation pounding, chronic
nephritis, diseases during pregnancy (edema, habitual abortion,
hemorrhoids, abdominal pain), beriberi, hemiplegia and valvu-
lar diseases of the heart

DOSAGE AND ADMINISTRATION

The usual adult dose is 7.5 g/day orally in 2 or 3 divided doses
before or between meals. The dosage may be adjusted ac-
cording to the patient's age and body weight, and symptoms.

PRECAUTIONS
1. Careful Administration (TJ-23 should be administered
with care in the following patients.)

(1) Patients with an extremely weak gastrointestinal tract
[Anorexia, epigastric distress, nausea, vomiting, abdo-
minal pain, diarrhea, etc. may occur.]

(2) Patients with anorexia, nausea or vomiting [These
symptoms may be aggravated.]

2. Important Precautions

(1) When TJ-23 is used, the patient’s “SHO” (constitu-
tion/symptoms) should be taken into account. The
patient’s progress should be carefully monitored, and if
no improvement in symptoms/findings is observed,
continuous treatment should be avoided.

(2) When TJ-23 is coadministered with other Kam-
po-preparations (Japanese traditional herbal medi-
cines), etc., attention should be paid to the duplication
of the contained crude drugs.

SHO: The term “SHO” refers to a particular pathological
status of a patient evaluated by the Kampo diagnosis, and is
patterned according to the patient’s constitution, symp-
toms, etc. Kampo-preparations (Japanese traditional her-
bal medicines) should be used after confirmation that it is
suitable for the identified “SHO” of the patient.

3. Adverse Reactions
TJ-23 has not been investigated (drug use investigations,
etc.) to determine the incidence of adverse reactions.
Therefore, the incidence of adverse reactions is not known.

Incidence unknown

Hypersensitivity N | Rash, Pruritus, etc.

Hepatic Abnormality of hepatic function [increased AST
(GOT), ALT (GPT) levels, etc.]

Gastrointestinal Anorexia, epigastric distress, nausea, vomiting,

abdominal pain, diarrhea, etc.
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Note 1) If such symptoms are observed, administration should
be discontinued.

4. Use in the Elderly
Because elderly patients often have reduced physiological
function, careful supervision and measures such as reduc-
ing the dose are recommended.

5. Use during Pregnancy, Delivery or Lactation
The safety of TJ-23 in pregnant women has not been estab-
lished. Therefore, TJ-23 should be used in pregnant
women, women who may possibly be pregnant only if the
expected therapeutic benefits outweigh the possible risks
associated with treatment.

6. Pediatric Use
The safety of TJ-23 in children has not been established.
[Insufficient clinical data.]

PHARMACOLOGY

1. Actions on hormones
Tap water containing Tokishakuyakusan was given to
juvenile female rats. The uterus weight and uterine estro-
gen receptor count increased. This finding was not ob-
served in an ovariectomy model?.

2. Ovulation-inducing actions
Tap water containing Tokishakuyakusan was given to ju-
venile female rats, and human menopausal gonadotropin
(hMG) was administered. This treatment increased the
rate of ovulation compared to single administration of
hMG?.

3. Actions on pregnant rats
Administration of Tokishakuyakusan in drinking water in-
hibited the placental blood circulation and the decrease of
the weight of fetus in spontaneously hypertensive pregnant
rats?.

4. Actions on climacteric disturbance
Oral administration of Tokishakuyakusan to overectomized
mice inhibited a stress loading-related reduction of the du-

- Tap water containing Tokishakuyakusan was given to
pregnant mice. It improved the pregnancy rate that
had decreased in the presence of a superox-
ide-deleting enzyme inhibitor, diethyldithiocarba-
mate®.

(3) Actions on cytokines

In human peripheral blood monocytes, Tokishakuya-

kusan increased the levels of TNF-a and IFN-y (Thl

cytokine), but did not influence the level of IL-4 (Th2
cytokine) . In human decidua monocytes, it in-
creased the TNF-a level, but did not influence the

IFN-y or IL-4 levels (in vitro)*®.

(4) Actions on climacteric disturbance

Oral administration of Tokishakuyakusan to overecto-

mized mice inhibited the stress loading-induced en-

hancement of hypothalamic noradrenalin metabolic

turnover®.

PACKAGING

Bottles of 500 g and boxes of 5 kg (500 g x 10 bottles)
2.5 g x 42 packets, 2.5 g x 189 packets
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ration of pentobarbital sodium-induced sleep®.
Actions on uterus
Tokishakuyakusan decreased the strength of prostaglandin
F2a-induced contraction in myometrium isolated from rats
(in vitro)?.
Action mechanism
Tokishakuyakusan shows pharmacological effects via the
following actions:
(1) Actions on hormones
-Tokishakuyakusan promoted the secretion of estradiol
and progesterone in human granulosa cells (in vitro) ®.
-In cultured rat pituitary gland cells, Tokishakuyakusan
promoted the secretion of LH and FSH (in vitro) ©.
(2) Removal of free radicals
- Tokishakuyakusan removed fat-soluble radicals, su-
peroxide radicals, and hydroxyradicals, and inhibited
ascorbate-ferric chloride-induced carbon center radi-
cals and hyperoxidation of lipids (in vitro) .
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