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Definitions

“A new cosmetic ingredient is any natural or artificial ingredient that is
used in cosmetics in China for the first time!”

3 Criteria for A Used Cosmetic Ingredient

v' Listed on the Inventory of Existing Cosmetic Ingredients in China (IECIC 2003
or IECIC 2011) and is not a banned substance; or

v" Has been used in a licensed special use cosmetic product(proof required); or
v' Part of a plant that has been approved as cosmetic ingredient.

INCI 2007: 12,000 ingredients??
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Legal Framework and Guidelines

» Hygiene supervision over cosmetics (1990)

v The use of new ingredient for cosmetics production must be
approved first;

» Rules for the application of administrative licenses for
cosmetics (2009)
v" The use of new ingredient in cosmetics in China must be licensed,;

v" Applicant can be the manufacturer of the new ingredient or the
manufacturer of cosmetics;

v Detailed requirements for registration of new cosmetic ingredient;




Legal Framework and Guidelines

» Guidelines for the registration and evaluation of new cosmetic
ingredient (2011)
v’ Toxicology data requirements and exemptions;
v' Detailed guidelines for preparing other documents.
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Application Form
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Research & Development Report — Part 1
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Background
Why Better? Function & Safety.

Process
How?

Other Technical Materials
Very Important;

Comparison studies

Literature data, test report
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Research & Development Report — Part 2

m Ingredient Identification

» Trade Name, Chinese Name, IUPAC,
INCI Name, Molecular Formula, etc

» Source & Specification

» Detailed Analytical Methods

m Physio-chemical Properties

» Appearance, color, ordor, solubility,
Melting point, boiling point, vapor pressure,
pH, Density, n-Octanol/Water, pKa,
Refractive index, etc.
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Research & Development Report — Part 3

m Intended Function
» Consistent with background info;
» Supporting data required,

m Scope & Extent of Use
» Applicable types of cosmetics;
» Maximum concentration;

» Recommended concentration;

1 Wordings of Conditions
of Use and Warnings
1 Has Been Approved or Used

In Other Countries or Regions?
» Approval certificate required;
» Product label required,;

Part Il Intended function of the new ingredientin cosmetics, scope and extent of use in cosmetics and evidence,
wordings of conditions of use and warnings. B8 EL A BHEAEN. AER. EFcefrARE fkE. &
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Brief Introduction and lllustration of
Production Process
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Flease indicatethe main steps, processes and parameters during the production of the new cosmetic ingredient. To be
mare specific, please describethe raw materials used, reaction conditions (temperature, pressure, etc, ), additives
(catalyst, stabilizer, etc), intermediate product, by-produds and key produdion steps (for example, mixing, reaction,
purification, etc). In case of natural extracts, pleaseindicate the processing methods, extradion method, solvent and

possibleresidue of impurities or solventin final product. BrHBR S e B AaAiE A R BN | 28 Ty,
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Main steps, raw materials, solvents, additives, chemical
reactions, temperature, pressure, purification steps,
by products, possible impurities

Fleasenserna production diagrarm

TG A EE

CRS

CHEMICALINSPECTION
& REGULATION SERVICE

11



Quality and Safety Control of Ingredient

m Specification

» Requirement on the content of
ingredient and unavoidable impurities;
» Shelf-life, storage conditions, etc

m Analytical Methods
» Required for both ingredient and
Impurities(must be verified);

m Quality and Safety Control
» How to minimize the content

of hazardous and unavoidable impurities
known as risk substances.

Quality and Safety Control of Ingredient B i BE 2IEHIER

New Ingredient Name/ £

Product Specification =R ) ) ) . ) o
Product specification showl include the requiremants on the purity or concentration of main ingredient and inevitable
impurities {for example, solvents, stabilizers, residus monomers in case of polymers, etc) due to technical ressons.
Froduct specification also includes requirements on some pheio-chemical properties, she and storage conditions.
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Guantitative and qualitative analyticalmethod forthe ingredient and testing methods for impunties.
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Toxicology Safety Assessment Data
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must be done for every possible impurity.

Toxicology Safety Assessment for Ingredient

Ingredient Characterization, Physio-chemical Properties and Toxicological Profile
Hazard Identification;

Dose-response assessment(Determination of NOAEL or LOAEL or VSD);
Exposure assessment(Estimation of Systematic Exposure Dose(SED) );

Risk characterization(Calculation of MoS or MoE).

Chinese Summaries and Toxicology Studies for Ingredient

Not all toxicology tests are required;

Original test reports or certified copies required for toxicology tests conducted in
overseas labs;

Quialifications of overseas labs also required,;
Statement on the consistence between an ingredient and a tested material,

Safety Assessment of Risk Substances

In most cases, such assessment is only qualitative; _
Not required if there is no risk substance. However, hazard identifici
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Toxicology Safety Assessment Data

m Required Toxicology Studies
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acute oral and acute dermal toxicity;
skin and eye irritation/corrosion;
skin sensitisation;

skin phototoxicity and photosensitivity (required if the ingredient is used as
UV-filters);

mutagenicity (should at least include a gene mutation test and a
chromosome aberration test);

sub-chronic oral and dermal toxicity;
teratogenicity;

chronic toxicity/carcinogenicity;
toxicokinetics and dynamics;

) ORS
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Toxicology Safety Assessment Data

m Toxicology Study Exemptions

Exemption Criteria Exempt endpoints
(1)Theingredientis notused as a preservative, 7.8, 9 sub-chronicoral or dermal toxicity
sun block agent, colorant or hair dve; and depending on exposure route

(2)Theingredientdoes notneedto be addedto
restricted substances listin hygienicstandard of
cosmetics from the safety point of view.
(3)Theingredienthas met criteria (1)+(2) and the 6,789
ingredient has beenincludedthe inventory of
existingingredients in overseas autharitative
organization for more than 4 years; and

(4)The ingredientis not foundto be hazardous in
publicliterature when used.

(5) The ingredientis proven to have a history of 156789

safe use asfood] ernmentor
au i e arganizations.

C(6)Polymer with average molecularweight above | 1,3,5,6,7.8,9 and photosensitivity
1000 Daltons;
(7IRisk assessment of the cosmeticingredient 12345673849

has been carried outby overseas authoritative |
organizations andthe conclusion is thatthe
M'e-el-ie.mis\safe to be usedin cosmetics.

BRSSS E———
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Toxicology Safety Assessment Data

m Alternative to Animal Testing

>

YV V V

The word “Zi¥ &L T757E” or “Alternative to Animal Test” is not mentioned in
the guideline at all;

Read-cross, clinical research, QSAR is mentioned in the guideline;
In vitro method for phototoxicity published recently — a big step;

It is worth a try to use alternative to animal testing for registration if the
alternative method has been validated and accepted by authoritative
organizations.
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Toxicology Safety Assessment Data

m Safety Assessment of Risk Substances

>
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Risk substances are the components (impurities or additives) that may
cause potential harm to human health resulted from raw materials or
brought in during the production process.

Vital for successful registration;

No required if there is no risk substance(hazard identification process and
proof is required); Simple declaration is not enough;

Not required if restriction limit has been established in cosmetic regulations
in China or by other authoritative organizations;

Risk assessment process similar to ingredient itself;
Only abstracts of toxicology studies are required,;
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Other Documents

m Power of Attorney in case of appointing Chinese responsible agent;

m Contracted manufacturing agreement in case of contracted
manufacturing;

m 1 Sample and other documents.
m All documents: 1 original, 4 copies.
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SFDA Format Check & Technical Review

m Format Check: 4 - 5 Days
m Technical Review: 4 — 5 months

m Possible Conclusions:
» Safe without restrictions, approved,;
» Safe with restrictions, proper warning and labeling, approved;
» Unsafe under proposed conditions of use, rejected,;
» Request more data.
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Challenges & Trends

m Only a few new ingredients approved since 2004 (Only 8?)
m 2 new ingredients approved recently(PM-Lysine and Nivitol)

Possible Reasons?

m Lack of guidelines(Now it is available);

m Lack of alternative to animal tests(SFDA is improving this);
m Lack of exposure data(Less urgent);

Lessons Learned?
m 3 batch analysis is necessary before toxicology test starts in China;
m  Monomer residue must be tested for polymers(GPC is not enough);

m Analytical methods must be verified in at least 3 labs recognized by SFDA if there is
no standard method for a substance or impurity;

m If tests are carried out in overseas labs, only original reports or certified copies are
accepted. Qualifications of labs are also required.
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