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Disclaimer

This is an unofficial document provided by ChemLinked (chemlinked.com), a platform of
REACH24H Consulting Group, as an informational service to assist non-Chinese
companies to better understand Asia Pacific especially China Chemical, Cosmetic, Food,

Agrochemical and Drug regulatory issues.

This document should only be used as a reference and in case of any discrepancy

between the English and original versions the original version shall prevail.

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 cosmetic@chemlinked.com
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You can now catch up with the latest updates
of China CSAR on ChemLinked:

Stay tuned for more translations:
We will provide English translations of CSAR
and supporting rules.

Watch our webinars:

Interpretation of China's Cosmetic Supervision
and Administration Regulation

Check out the breaking news:

China Finalises the Long-Awaited Cosmetic
Supervision and Administration Regulation

Visit the featured page for more information:

Featured — China Cosmetic Regulatory
Reform Tracking

— CSAR —
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Attachment 4

Technical Guidelines for Integrated Approaches to Testing and

Assessment (IATA) of Skin Sensitization

—"2 out of 3 Tests" Strategy

National Institutes for Food and Drug Control
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I. Overview

Skin sensitization (allergic contact dermatitis) is an immunogenic skin reaction of the skin
to a substance. The skin sensitization test is a commonly used method to evaluate the
sensitization of cosmetic ingredients. With the development of animal welfare and scientific
technology, the integrated approaches to testing and assessment for skin sensitization,
which is based on a combination of various toxicological evaluation tools, such as in vitro
tests and non-testing toxicity prediction methods, has been gradually applied
internationally to the evaluation of the potential sensitization risks of cosmetic ingredients.

Currently, it is widely recognized in science that skin sensitization starts with covalent
binding of proteins which then undergoes a series of biological responses including cells,
tissues and organs, ultimately leading to the adverse outcome of allergic contact dermatitis.
The integrated approaches to testing and assessment for skin sensitization is based on the
adverse outcome pathway (AOP) of skin sensitization and a series of alternative
toxicological tests developed for key events (KEs) in the AOP. It integrates the data related
to the ingredient to be assessed for a weight-of-evidence analysis to complete the

evaluation of potential skin sensitization risks of cosmetic ingredients.

Chemical structure Molecular Cellular Tissue and Body
and properties - initial event - effect =/ organ reactions -

reactions

KE2: Keratinocyte
KE1: Covalent response KE4: T
Sgt::s:gseego = binding with | = |ymphocyte | Qi?nilzggg
skin proteins KE3: Dendritic cell activation
response

Figure 1 Schematic Diagram of Skin Sensitization AOP

In skin sensitization AOP, KEL1 refers to the molecular initial event, KE2 and KE3 refer to
the immune responses of keratinocytes and dendritic cells, respectively, and KE4 refers to

the immune response of tissues and organs (proliferation of T lymphocytes).

Il. Application Scope

This Guidelines is applicable to the evaluation of skin sensitization of cosmetic ingredients.
The toxicological test methods for testings of KE1~KE3 based on the skin sensitization
AOP constitute a "2 out of 3 tests" strategy whose application scope shall meet the

requirements of the applicability of all test methods involved in the strategy.
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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 | * & +86 57186094444 = cosmetic@chemlinked.com.
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SUBSCRIBE TO
CHEMLINKED NOW

REMOVE COSMETIC REGULATORY BARRIERS
EXPEDITE ASIA 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
Pedia-articles Inventories/Lists
Solutions Trainin
X
Regulatory Compliance Service, On-demand Webinars, Online Course
Translation, Advertisement Service, Tailor-made Offline Events

Service, E-commerce Solution

14th Floor, Building 3, Haichuang Technology Center, 1288 West Wen Yi Road, Hangzhou, China (311121)

CHEMLINKED.COM Tel: +86 (0)571 8609 4444 / Fax:+86 57187007566 / E-mail: cosmetic@chemlinked.com

Visit our website for more information about AP cosmetic news & regulation updates f in D %






