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1. Clinical study evaluating the effectiveness and safety of Yamakagashi antitoxin

This research program was approved by the institutional review board of Kagawa University
Hospital, and we have renewed our clinical research insurance. Yamakagashi antitoxin is
stored at two institutions [the Japan Snake Center (Gunma) and the Chemo-Sero-
Therapeutic Research Institute (Kumamoto)] and six hospitals [the National Hospital
Organization Disaster Medical Center (Tokyo), Tokai University Hospital (Kanagawa), Tokyo
Bay Urayasu Ichikawa Medical Center (Chiba), Yamaguchi Prefectural Grand Medical
Center (Yamaguchi), Kochi Health Science Center (Kochi), and Kagawa University Hospital
(Kagawa)l. Our clinical research team is available 24 h a day, 7 days a week, and 365 days a
year, to ensure that antitoxin is available for the injured patients. Nine cases of Yamakagashi
bites were observed, but no severe cases were encountered between April 2016 to March 2017.
We evaluated and confirmed the quality and safety of the Yamakagashi antitoxin; however,
because the antitoxin was produced in 2000, we will continue the discussion regarding the
production of new antitoxins. Accordingly, the snake venom found in China and that found

in Japan were compared in a laboratory study.

2. Clinical study evaluating the effectiveness and safety of red-back spider antitoxin

Our research group obtained 10 vials of the new red-back spider (RBS) antitoxin, which
expires in December 2017, for emergency use from the Commonwealth Serum Laboratories
in Australia. This research program was approved by the institutional review board of
Kagawa University Hospital, and we renewed our clinical research insurance. RBS antitoxin
is stored at the National Hospital Organization Disaster Medical Center (Tokyo), Tokai
University Hospital (Kanagawa), Tokyo Bay Urayasu Ichikawa Medical Center (Chiba),
Osaka General Medical Center (Osaka), Yamaguchi Prefectural Grand Medical Center
(Yamaguchi), Kitakyushu Municipal Yahata Hospital (Kitakyushu), Fukuoka City Hospital
(Fukuoka), and Kagawa University Hospital (Kagawa). Thus, our clinical research group is
available 24 h a day, 7 days a week, and 365 days a year, to ensure that antitoxin is available
to patients. Our research group started the non-clinical study regulated by good laboratory
practice to organize and maintain the clinical use of domestically manufactured RBS

antitoxin.

3. Good recovery in a case of red-back spider bite treated with its antitoxin

A 34-year-old man with no significant past medical history was bitten on his right thigh by

a red-back spider (RBS). Severe pain developed immediately, and he consulted a doctor at a
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local clinic. A steroid and a fentanyl were administered, but the pain did not improve. The
patient’s severe pain improved immediately after the administration of the RBS antitoxin.

This was the first case treated successfully with RBS antitoxin.

4. Collection and production of crude toxin of redback spider

Five thousand of redback spider were collected, and crude production was carried out based
on the protocol in the National Institute of Infectious Diseases, NIID. Crude toxins extracted
from 100 redback spider were examined in the Shin Nippon Biomedical Laboratories
(Kagoshima city). A total amount of toxin extracted from 4900 redback spider was 161.9 mg,
and its protein concentration was calculated as 1.652 mg/ml, which was higher than that
produced in 2015.

5. Domestically produced GLP-compliant non-clinical trial of red-back spider antivenom

We received additional grants from AMED at the end of the fiscal year and planned and
implemented a non - clinical study conforming to GLP. In this fiscal year, we planned five
tests: (1) potency test method examination test, (2) characteristic validation test, (3)
characteristic and stability test (4) administration solution stability test, and (5) local
irritation test, two tests such as 1) Titer test method examination test, 2) Characteristic

validation test, were completed within the fiscal year (until March 2018).

6. Potency test and quality control test of both Yamakagashi antivenom and Red-back spider

antivenom.

In this fiscal year, the Yamakagashi antivenom prepared by the Health Labor Research
Group in 2000 was passed 16 years from the manufacture, and the antitoxin titer once every
three years in the previous research group to ensure the quality after production A plan was
planned to carry out the measurement. In accordance with this plan, in order to confirm
whether this antitoxin can withstand practical use, this year we conducted a potency test as
a quality control test for Yamakagashi antivenom. Specifically, by admixing the Yamakagashi
antivenom that had been subjected to stepwise dilution with a certain amount of
Yamakagachi toxin on the back skin of a rabbit, allowing it to react at room temperature for
1 hour, then measuring the bleeding cluster appearing 24 hours after that, And the
neutralizing ability of bleeding activity of Yamakagashi toxin by Yamakagashi antitoxin was
measured. Depending on the concentration of Yamakagashi antitoxin, the hemorrhagic

activity of the mixed Yamagishita toxin is neutralized. By comparing the results of similar
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neutralization activity performed in the past with the results of this time, attenuation of
antitoxin potency was confirmed. As a result, anti-hemorrhagic activity of Yamakagashi
antitoxin did not result in a particularly damped effect. From the results of this study, the
neutralizing activity of Yamakagashi antitoxin of Yamakagashi antitoxin was preserved and
it was inferred that it could be used in the future. In the next fiscal year, we will conduct
blood coagulation activity neutralization test of Yamakagashi antitoxin to confirm the
neutralizing ability of Yamagishita toxin by this antitoxin. Potency test of antivenom for

redback spider bites was completed, and its efficacy was confirmed.

7. Miscellaneous

Clinical decisions regarding Yamakagashi and red-back spider bites have been written in a

textbook for emergency physicians. It will be published in the winter of 2018.
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