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Acute toxicity test and safety classification for 7Termitomyces albuminosus
containing pharmacologically similar ingredient of Aconitum koreanum

Minji An" and Yeongchul Park’

Department of Toxicity assessment & GLP Center, Daegu Catholic University

ABSTRACT

Objectives : Termitomyces albuminosus (Berk,) Heim is one of the famous wild edible mushrooms in the southern part
of China, It is known that 7ermitomyces albuminosus, like Aconitum koreanum used in Korean traditional medicine,
contains a kind of cerebroside, termitomycesphin, causing a pharmacologic effect on the neuron system., The
pharmacologic effect of Termitomyces albuminosus can be used to possibly replace Aconitum koreanum, However, It
needs to be certified as safe before it can be used, Here, a single—oral toxicity test and safety classification was
conducted to obtain acute information of the toxicity of dried—7ermitomyces albuminosus powder and to secure its
safety in clinical applications,

Methods : In order to calculate approximate lethal dose(ALD), test substance was orally administered to male and
female SD—rat at dose levels of 5,000 and O (vehicle control) mg/kg (body weight), Based on the result of this toxicity,
also the estimation of safety classification was calculated using the HED—based (human equivalent dose) MOS
(margin of safety).

Results : There were no mortalities, test substances treatment—related clinical signs, no changes in the body or
organ weights, and no gross or histopathological findings at 14 days after treatment with test substance, Thus, the
approximate lethal dose of dried—7ermitomyces albuminosus powder was considered over 5,000 mg/kg in both female
and male mice,

Conclusions : Based on the limit dose, 5000 mg/kg, it was estimated that dried—7ermitomyces albuminosus powder is

classified as “Specified class B” indicating that clinical dose is not limited to patients as safe as food.

Key words : 7ermitomyces albuminosus, approximate lethal dose, Safety classification, Single oral toxicity test, margin
of safety
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Fig. 1. The structural formula of cerebroside (A), Termitomycesphin (B).
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Table 1, Safety classification based on HED—based MOS for herbal medicines™*

Glade HED—based MOS Clinical application and limitation of herbal medicine
Class 1 (1 Herbal medicines required to treatment prohibition or reduced treatment at the amount of 1/100 - 1/10
used currently in clinics because of overlapped dose inducing both efficacy and lethality
Herbal medicines required to extreme caution in treatment and prohibited long term treatment because of
Class 2 1-10 . L. . o
dose for efficacy and toxicity being within close range
Class 3 10-50 Herbal medicines required to limited treatment to the patients showing drug—sensitivity
Class 4 50—-100 Herbal medicines being possible to be treated by three times higher dose than dose used currently in clinics,
Class 5 100—-500 Herbal medicines with no problem when times higher dose than dose used in clinics is treated,
Class 6 > 500 Herbal medicines being possible to be treated like diet
In cases of limit dose used in single oral toxicity test
. - Herbal medicines being classified as Class 5 when no death and non adverse effect were observed in single
fi 1 A 1 se 2 k
Specified class imit dose 2000 ng/kg oral toxicity test with the limit dose, 2000 mg/kg
B limit dose 5000 ng/k Herbal medicines being classified as Class 6 when no death and non adverse effect were observed in single
"8/X8 | oral toxicity test with the limit dose, 5000 mg/kg

(* Modified from Ref. 12—14)
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Table 2. Body weight in Male and Female rate with Dried— 7ermitomyces albuminosus powder

Days after treatment
sex GROUPS (mg/kg) GAINS*
0 1 3 7 14

C 238.5+5.48 263.5+5.76 281.2+8.81 310.1£8.18 351.44+9.79 112.8+8.79
Male

H 238.9+2.81 265.3+£3.45 281.1+£2.29 309.0+£6.80 348.6+11.13 109.7+11.39

C 172.7+4.32 188.0+4.94 201.1+£3.92 207.6+8.16 222.4+18,02 49.7+15.06
Female

H 172.1£3.70 190.1£5.06 201.1+4.36 212.7+6.86 222.0+10.46 49.9+10.96

*  Weight gains are body weight difference between day 14 and day 0. C : D.W.— orally treated group, H : 5000mg/kg/day of
TAP—orally treated group. Mean=*S.D. (n=5).
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Table 3. Clinical sign in Male and Female rate with Dried—7ermitomyces albuminosus powder

GROUP
Sex SIGNS OBSERVED
Control (0) High (5,000)
Normal 5/5% 5/5
Male
Abnormal 0/5 0/5
Normal 5/5 5/5
Female
Abnormal 0/5 0/5
* Number of animals with the sign/Number of animals examined.
Table 4. Mortality of Male and Female rate with Dried—7ermifomnyces albuminosus powder
Days after dosing No, dead/

sex GROUPS (ug/kg)
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 | No.dosed

C 0% 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
Male
H 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
C 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
Female
H 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5

* Values are expressed as number of dead animals. C: D.W.—orally treated group, H: 5000mg/kg/day of TAP—orally treated group. ALD
value: ) 5000 mg/kg
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