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Disclaimer

ChemLinked provides translation services to assist clients in understanding the content of
regulatory documents. We strive for the accuracy and reliability of our translations, but we

do not warrant the accuracy, completeness, or suitability of the translated content.

Clients are responsible for the risks inherent in utilizing our translation services and should
consult with professional legal advisors as required. ChemLinked disclaims any liability for

any losses or damages arising from the use of our translation services.
Nondisclosure:

You may not disclose this document to anyone else without the written permission of
ChemLinked.

For further clarification and questions, you can read our Privacy Policies or contact

us at contact@chemlinked.com
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Attachment 8

90-Day Oral Toxicity Test

1 Scope

This method specifies the basic principles, requirements, and methods for conducting a
90-day oral toxicity test in rodents.

This method applies to the evaluation of the 90-day oral toxicity of cosmetic ingredients.

2 Test Objectives

This test is designed to obtain information on the potential health hazards resulting from
repeated oral exposure to a test substance over a defined period, helping to identify the
target organ, dose-response relationship, reversibility and potential for accumulation of
toxic effects, and estimate the no observed adverse effect level (NOAEL) and/or lowest
observed adverse effect level (LOAEL), thereby providing a basis for selecting doses,
observation indicators, and toxicity endpoints for chronic toxicity tests, as well as for
establishing safe thresholds for human exposure.

3 Definitions
3.1 No Observed Adverse Effect Level (NOAEL)

The highest dose at which no toxic effects related to the test substance are observed using

available technical means or testing indicators under specified test conditions.
3.2 Lowest Observed Adverse Effect Level (LOAEL)

The lowest dose at which the test substance induces adverse effects on the
histomorphology, function, growth and development of experimental animals under
specified test conditions.

3.3 Target Organ

The organ of experimental animals exhibiting significant toxic effects caused by the test
substance.
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3.4 Cumulative Toxicity

The capacity of the test substance to cause functional or organic damage in organisms
following repeated exposure at doses below the acute toxicity threshold, due either to

progressive accumulation (absorption exceeding elimination) or to cumulative toxic effects.

4 Basic Test Principles

The test substance is administered orally to each group of experimental animals at
different doses on a daily basis for a continuous period of at least 90 days. At least three
dose groups and one control group shall be set up, with each provided with a single dose
level. Through comprehensive clinical observations, clinical examinations, gross necropsy,
and histopathological examinations, the target organ and dose-response relationship are
systematically identified, and ultimately the NOAEL and/or LOAEL are determined, which

provide(s) key safety basis for chronic toxicity studies and human risk assessments.

5 Test Methods
5.1 Preparation of the Test Substance

When the test substance needs to be prepared into a solution or suspension with a vehicle,
water shall be the first-choice vehicle, followed by vegetable oils (e.g., olive oil, corn oil).
For test substances that are insoluble in water or oil, they may be prepared into a
suspension or paste with carboxymethyl cellulose, starch, efc. If other vehicles are
employed, their toxic characteristics must be learned before use, and the reasons for their

use shall be provided.
5.2 Experimental Animals and Housing Environment
5.2.1 Selection of Animal Strain

Rodents, preferably rats, shall be used. Generally, SPF-grade rats aged 6~8 weeks shall
be selected. At the start of the test, the body weights of the animals shall not differ by more
than £20% from the average weight. If this test serves as a preliminary test for a chronic

test, the same animal strain shall be used in both tests.
5.2.2 Sex and Number of Animals

Each dose group shall include at least 20 experimental animals (half male and half female),

and the females shall be non-pregnant and nulliparous. The number of animals at the end
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Make Sure Your Products Entering Global Market
with Compliance

What we can do for you?

+ Responsible person (RP) service in China

+ Cosmetic formula and label compliance review

+ Product registration and notification

+ New cosmetic ingredient (NCI) registration and notificaion
+ Ingredient safety information submission

+ Cosmetic efficacy evaluation

+ Cosmetic formula and label compliance review
+ EDI Notification

+ Cosmetic QC test service

+ Functional cosmetic registration

+ Ingredients registration by ICID

+ Marketing license application

+ Cosmetics notification

+ Ingredients analysis and full ingredient list translation
+ Cosmetic test service

+ Label & advertisement review

+ Responsible Person (RP) service in the EU & UK
+ Cosmetic Product Notification Portal (CPNP)

+ Cosmetic Product Safety Report (CPSR)

+ Preparation of Product Information File (PIF)

+ Cosmetic formula and label compliance review

+ FDA Voluntary Cosmetic Registration Program (VCRP)
+ California Safe Cosmetics Program (CSCP)

+ Toxicological Risk Assessment (TRA)

+ INCI application

What makes us unique?

& Connect with officials and associations & Flexible consulting service packages

M Team of qualified toxicology and regulatory experts

CONTACT US | & +353 18899 951/ +86 (0)571 8609 4444 [ cosmetic@cherhlinked.corn
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REMOVE COSMETIC REGULATORY BARRIERS
EXPEDITE GLOBAL MARKET ACCESS

- In-time regulatory information and market access requirements
- Supported by local and experienced technically adept technical team
- Strategic partnerships with competent authorities and industrial associations worldwide

- Customized consulting service for complete compliance solutions.

OUR SERVICES

[;_:r] Information & Knowledge Databases
News, Reports, Expert Analysis Regulatory Database, English Translations
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Regulatory Compliance Service, On-demand Webinars, Online Course
Translation, Advertisement Service, Tailor-made Offline Events

Service, E-commerce Solution

Paramount Court, Corrig Road, Sandyford, Dublin 18, Ireland
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