

















ADDITIONAL STUDIES
6 Eye irritation test of Avellanedae extract powder in rabbits

[Study objective] ~ Avellanedae extract powder is administered in the eyes of young mature rabbits to determine its primary irritation
property on eye mucosa, and the results are reported.

Safety Studies TAHEEBO NFD’

Japan SLC, Inc. (Contract Research Department)
BML, Inc. (Safety Evaluation Department)

hitp://www.jslc.co.jp

Study laboratories htp://www.bml.co.jp

[Study result] The solution of Avellanedae extract powder dissolved in 0.05% physiological saline is considered to have no irritation
property on eye mucosa of rabbits.

"TAHEEBO NFD'" has undergone strict safety
studies at the level for pharmaceutical products.

Study laboratory : Japan SLC, Inc. (Contract Research Department)

@ Primary skin irritation test of Avellanedae extract powder in rabbits

[Study objective] ~Avellanedae extract powder is applied on the rabbit skin to determine its primary itritation property on skin, and the
results are reported.

GENERAL TOXICITY STUDIES
(1) Acute oral ity sy

Study name Single dose oral toxicity study of Avellanedae extract powder in rats

[Study result] The solution of Avellanedae extract powder dissolved in 0.1% acetone was classified as a mild irritant.
Study laboratory : Japan SLC, Inc. (Contract Research Department)

Study article Avellanedae extract powder

[Study objective] A dose of Avellanedae extract powder is administered orally in male and female rats, and the acute toxicity is examined.
0 Skin sensitivity study of Avellanedae extract powder in guinea pigs

[Study objective] ~ Avellanedae extract powder is tested to determine its skin sensitivity in guinea pigs, and the results are reported.

[Study result]  No death was observed in both male and female groups administered with the study article. The minimum lethal dose
exceeded 2000 mg/kg. The changes of body weight were similar to those of the control group. The autopsy of all the
specimens revealed no abnormality. . . . . o .
[Study result] ~Avellanedae extract powder is considered to have no noticeable level of skin sensitivity in guinea pigs
Study laboratory : Japan SLC, Inc. (Contract Research Department)

GENOTOXICITY STUDIES
19) “Mutagenisityswdy (mes es) S S

Study name Mutagenicity study of Avellanedae extract powder in microorganisms
Study article Avellanedae extract powder (BML-2606)

[Study objective] ~ Avellanedae extract powder is tested to determine whether it has a mutagenic effect in microorganisms.

Study laboratory : Japan SLC, Inc. (Contract Research Department)

@ Phototoxicity test of Avellanedae extract powder in guinea pigs

[Study objective] ~ Avellanedae extract powder is tested to determine its phototoxicity on the skin of guinea pigs, and the results are
reported.

[Study result]  Avellanedae extract powder is considered to have no noticeable level of phototoxicity on the skin of guinea pigs.

[Study result]  Avellanedae extract powder is considered to have no mutagenic effect in any strains of Salmonella typhimurium (TA 100, Study laboratory : Japan SLC, Inc. (Contract Research Department)

TA1535, TA98, and TA1537) and Escherichia coli (WP2 uvrA), regardless of whether under metabolic activation or not.

Study laboratories: Japan SLC, Inc. (Contract Research Department)
BML, Inc. (Safety Evaluation Department) Study no.: 4329

9 Mutagenicity study (Ames test) - 2

Study name Mutagenicity study of Avellanedae extract powder in microorganisms (with adjuvant)
Study article Avellanedae extract powder (BML-4708)

[Study objective] ~ Avellanedae extract powder is tested to determine whether it has a mutagenic effect in microorganisms.

@ Photosensitization test of Avellanedae extract powder in guinea pigs

[Study objective] ~ Avellanedae extract powder is tested to determine its photosensitizing property in guinea pigs by the Adjuvant and
strip method, and the results are reported.

[Study result] No positive skin reaction was observed in any of the animals photosensitized and photochallenged with Avellanedae
extract powder. Avellanedae extract powder is considered to have no photosensitizing property.

[Study result]  Avellanedae extract powder is considered to have no mutagenic effect. Study laboratory : Japan SLC, Inc. (Contract Research Department)

Study laboratories : Japan SLC, Inc. (Contract Research Department)
BML, Inc. (Safety Evaluation Department) Study no.: 6640

9 Chromosome aberration test

Study name Chromosome aberration test of Avellanedae extract powder in mammalian cell culture
Study article Avellanedae extract powder (BML-3757)
[Study objective] ~ Avellanedae extract powder is tested to determine whether it has a clastogenic property in mammalian cell culture (CHL/IU cells).

m Long-term intake test

Study name Study of Avellanedae tea containing indigestible dextrin for the effect on the reduction of blood sugar increase and the
safety after long-term intake

Study article Avellanedae tea containing indigestible dextrin

[Study objective] ~ Avellanedae extract powder containing indigestible dextrin is tested to determine the safety in humans after the long-term
[Study result]  This study was performed based on preliminary tests. None of the study results from either the direct method or the intake.
metabolic activation method indicated that Avellanedae extract powder possessed the property of inducing structural or

. . . S ) < . [Study result]  Twelve healthy volunteers took Avellanedae extract powder containing indigestible dextrin 3 times a day for 12 weeks,
numeric chromosome aberrations. In conclusion, the study article is considered to have no clastogenic property in

and the physical, blood pressure, and laboratory measurements were performed subsequently. No significant change was

Chinese hamster lung fibroblast cell line (CHL/IU).

Study laboratories : Japan SLC, Inc. (Contract Research Department)
BML, Inc. (Safety Study Division, Cell Biology Department) Study no.: 5618

observed in the measurements, and the long-term continuous intake did not indicate any clinically relevant problem.

The article on this study was presented in Journal of Nutritional Food (2001) vol. 4, no.4.



Safety Studies rascesonco FRXG

Our response to the positive list system
Study laboratory Fuji Biomedix Co., Ltd. hitp://www.fobm.co.jp

In order to ensure the safety of the foods that may have residual agricultural chemicals, in 2003, the Japanese

" " ° government amended the Food Sanitation Law, and on May 29, 2006, it introduced so-called the “positive

FOI‘ FRX6 ° Separately, thl‘ee types Of Safety StlldleS list system” that is applied to all the food products to be distributed in Japan, including imported products.*
Q Q Under the positive list system, even if a food product contains a residual agricultural chemical listed on the

have been condUCted tO cnsure lts Safety for lntake' positive list, the product is allowed for distribution as long as the detected level is under the specified limit.
However, if the detected chemical is not listed on the list, or is listed but the level exceeds the specified limit,

the food product is not allowed for distribution in Japan.
Because taheebo is naturally grown tree and not cultivated product, normally it is impossible to detect any

GENERAL TOXICITY STUDY residual agricultural chemical from our taheebo products. However, considering the today’s global diffusion
of environmental contaminants, Taheebo Japan has asked a private testing institution to conduct testing on
Acute oral toxicity study 300 possible residual chemicals for the raw material chips. The test results indicated that the study articles

were negative for all the tested chemicals.

Study name  Single dose oral toxicity study of taheebo extract powder with addition of Avellanedae fractions in rats The current positive list system requires a very strict standard. We consider that the safety of our products

Study article  Taheebo extract powder with addition of Avellanedae fractions can be assured as long as we meet the standards of this system, at least today.
[Study objective] ~ As a part of safety studies of the taheebo extract powder with addition of Avellanedae fractions, single dose forced

oral administration was performed in male and female rats to test the toxicity. * The system is not applicable to pharmaceutical products, natural amino acids and minerals, pet foods, or manufactured
[Study result] In 1,000 mg/kg and 2,000 mg/kg treatment groups, no death was observed in both male and female rats through- products that are not for oral use.

out the observation period. In addition, no effect of the administered study article was observed in terms of the

performance status (PS), body weight, and biopsy. Tested by the Food Safety Testing Division of Environmental Research Center Co., Ltd., on

February 28, 2008. (ID No. 21001781)

GENOTOXICITY STUDIES

Mutagenicity study

Study name Bacterial reverse mutation test of the taheebo extract powder with addition of Avellanedae fractions
Study article Taheebo extract powder with addition of Avellanedae fractions

[Study objective]  To test mutagenic activity of the study article, the taheebo extract powder with addition of Avellanedae fractions,
using Salmonella typhimurium (TA98, TA1537, TA100, and TA1535) and Escherichia coli (WP2uvrA/pKM101).

[Study result] It was determined that the taheebo extract powder with addition of Avellanedae fractions was negative for
mutagenicity in all strains of Salmonella typhimurium (TA98, TA1537, TA100, and TA1535) and Escherichia coli
(WP2uvrA/pKM101) with and without metabolic activation.

Chromosome aberration test

Study name Chromosome aberration study of taheebo extract powder with addition of Avellanedae fractions using
mammalian cell culture

Study article Taheebo extract powder with addition of Avellanedae fractions

[Study objective] ~ To test clastogenicity of the study article, taheebo extract powder with addition of Avellanedae fractions, using a
fibroblast cell line derived from the lung of a female Chinese hamster (CHL/IU).

[Study result] When observing the chromosomes in the samples prepared separately for the short-term and the continuous
treatment processes, no significant increase was found in terms of the occurrence of the cells that had
chromosome aberration in the group treated with any dose of the study article compared with the negative
control group, regardless of the treatment process.

With this result, it was determined that the taheebo extract powder with addition of Avellanedae fractions
did not have a clastogenic potential to CHL/IU cells.
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