Intertek

Valued Quality Delivered.

Cosmetic Product Safety Report

Z4hin  (Ray.Li)
HEZ2FM
Toxicological safety assessment

© Intertek 2011, www.intertek.com
All Rights Reserved



PMANE Intertek

Valued Quality Delivered.

Zb# (Ray. Li)

FELAM L, EEEHEAE

RS PG T, BREAFHASREHFRE (B . MR
ZAEWIN, FREFHESH R

WU T R KM AR SS (GiiCibaL KRS » 1
REERVPAL . WAL BRI EAEN S H T oie
A E AL i PR XU A 22 4 PPl o

Z 5ME AT RS G EE 0 A 22 4y REACH =y M5 23 Al
Pz KB e i s P EIARER S8 — e 2= i Fp i Co R Fp
) FEEE I AR BRSNSV R SR R HE S
seMFESE (DNEL) 4 ; Fhdedh 2= B 2P A48 (GHS/CLP) 2

ARER
- 22 AWK AN B L 5 B B XS PP R0 R SR AY e i 2 R A .
= . T — A ;- ?#A
O r 1 ' ﬁnﬁﬁ;‘fz :tﬁ;t.
2 © Intertek 2011, www.intertek.com

All Rights Reserved



Valued Quality. Delivered.

Valued Quality Delivered.

Intertek & 4= BRI 5E I) TTE A Z 4 ik 5 A\, AT DO AR Z2 AT AT = L B AR e i 45

AT MRS SR Ar, B8, iR, B @5, i, B2,
Ay BRI ST I RSE, AT DU SRR R PR LRSI, A, AR
EN I — RIS -

Intertek 52 56 ‘a5 F1 70 25 4b W 2% I A A BR 1002 /N [E 28, T T A\ ZiE 30,000 A,

IAFEE R R, 92 [E & I 10055 FY) 23 ]

3 © Intertek 2011, www.intertek.com
All Rights Reserved



Cosmetic Definition
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Directive: 76/768/EEC
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Product Information File

PIF
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Manufacturing method

Product Description

Cosmetic Product
Safety Report (CPSR)

Statement on GMP

Animal tests data

L Proof of efficacy

[ Part A — Safety Information }

Part B — Safety Assessment

Quantitative
Composition

~

(

Micro quality /
Challenge Test

&

Normal and reasonably
Forseeable use

~

(

Phys / chem characteristics
Stability of product

Exposure to substances & cosmetic
product

Purity and stability of packaging
material

Toxicological profile of
Substances (NOAEL / SDS)

Assessment conclusion }

Need of warnings &
instructions of use

Other information
(e.g. RIPT)

Calculate the MoS

Undesirable effects and
SUE

Reasoning

Assessor’s credentials and

approval
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PART A — COSMETIC PRODUCT SAFETY
INFORMATION
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1.Quantitative and qualitative composition of the cosmetic product

The qualitative and quantitative composition of the cosmetic product,
including chemical identity of the substances (incl. chemical name,
INCI, CAS, EINECS/ELINCS, where possible) and their intended
function. In the case of perfume and aromatic compositions,
description of the name and code number of the composition and the

identity of the supplier.

% active in raw material

neVehemic|Trade Namele NECS/ELINCAS / I No| Z03Tetie / trade name* %"
N * N =] N 0 Nyvd =
“ = /0
MCI Kathon CG
Ml
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E ¥ E¥5 (fragrance) :

Please supply Allergen Declarations and IFRA certificate for all
perfumes/fragrances/flavours/essential oils/aromas/essences.

IH TS B BAG/ R R SR AR (26) LA IFRAIE

26 R S B /MR FIPE S AR ZSAR G, BRI, 26N B OR AR & e
AR T0.001% (FEBEEPEND 5 0.01% (FPyer=i) M=K 1%
BRI INCT A FR BRI e 7 b e s b, 8t J0 e (2 28 6] i 2 JUs) it At
FRIVH 2 B AN EAE RZ ™ b o

IFRA certificate: AR H#EIFRA 7 VAT Z B RGAEANE] P2 i H e VA3 FH i )
IR
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2. Physical/chemical characteristics and stability of the cosmetic product

The physical and chemical characteristics of the substances or mixtures, as well as the
cosmetic product.

The stability of the cosmetics product under reasonably foreseeable storage conditions.
1.Physical/chemical characteristics of substances or mixtures

Technical data sheet(TDS)/Certificate of Analysis(CoA) , Safety Data Sheet (SDS)

a0 UV-absorbers, WOt ( absorption spectra)

2.Physical/chemical characteristics of the finished cosmetic product

Formulation is liquid, powder or gel? Colour, Odor and pH
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Fe i As e T (stability) :

Based on principle of reaction rate

BT S TR (1 J B

Reaction rate double on every 10 °C ‘
increase in temp ¥ 5 BES N 1O I W Jse .
RN

6 months at 40-45 °C ~ 2 years at RT
AbF-40-458% [CEE HH 64> H 495 116 H il 24

Controlled parameters #5244
» Basic physico-chemical FEAH AV fEFxR
» Microbial 7#4:%), challenge test

» Compositional 4>

- © Intertek 2011, www.intertek.com
All Rights Reserved



Intertek

Valued Quality Delivered.

3. Microbiological quality

“The microbiological specifications of the substance or mixture and the
cosmetic product. Particular attention shall be paid to cosmetics used
around the eyes, on mucous membranes in general, on damaged skin,
on children under three years of age, on elderly people and persons
showing compromised immune responses.

1.Microbiological Test
2.Challenge test

NB: Challenge test is not necessary for single use products and low
microbiological risk products
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4. Impurities, traces, information about the packaging material

“The purity of the substances and mixtures. In the case of traces of
prohibited substances, evidence for their technical unavoidability. The
relevant characteristics of packaging material, in particular purity and
stability.”

A R BEANAGE &= i MERF &, WA R M I 7
PS50 0 1) B2 o o

Ml R A SR R T RSP SR A CE UL 7= B e, e LA L 7
IV LR . — 5525 K R b PR S50 RSB BTl
BIMTR A R SR (OB b T 51 (U, ST R
(T KSR R R o L e AR T, S AR RS B ST
7 LT A 2 I T
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Packaging Test-
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\%
o

R R A B bR E (EC) No 1935/2004
> RITRE (BED

> EEF BEAEE)

> HEE M B0 (phthalates, bisphenol A)
» REACH SVHC Test

» Packaging Waste 94/62/EC Directive (4 KIE
& JE)

> JEREMIEN ARG OMIASEE, RE R
FISDS %, H R ELRAEGMP (1S022716) ik HH
“technical unavoidability” .
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5. Normal and reasonably foreseeable use

“The normal and reasonably foreseeable use of the product. The
reasoning shall be justified in particular in the light of warnings and
other explanations in the product labelling.”

reasonably foreseeable use: shampoo ? Shower gel?

PR N EAEFE: UL (Instruction to use) FIZEERIE (
Warning) & 8.

Zo~E (Warning) 15 ERUE T TRAELCPSR

16 © Intertek 2011, www.intertek.com
All Rights Reserved



Intertek

Valued Quality Delivered.

6. Exposure to the cosmetic product

1) The site(s) of application;

2) The surface area(s) of application;

3) The amount of product applied,;

4) The duration and frequency of use;

5) The normal and reasonably foreseeable exposure route(s);

6) The targeted (or exposed) population(s). Potential exposure of a
specific population shall also be taken into account.
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Product Class: Baby soap

Product Type: Cosmetic
Physical Form: Liguid

Specific Applications:

Secrecy

Assessment Of Exposure

Targeted Population:

IFRA Product type:

IFRA product Type for report:

IFRA Category:

Amount per application/g:

Skin Surface Area of Application/cm®
Total Amount applied per day/g:

Amount Per Unit Area of Skin per day mg/cm®iday:
Estimated Daily Exposure mg/kg bw/ day:

Retention factor:

Humber of applications per day:
Exposure time Solvent Inhalation:
Exposure time Aerosol Inhalation:
Exposure Time Neat:

Exposure Time Dilute:

Amount of Product Used Per Application:
Part of Body Exposed to Undiluted Product:
Frequency of Exposure to Undiluted Product:

Time of Exposure to Undiluted Product:
Dilution Factor

Part of body exposed to diluted product
Time of exposure to the diluted product
Frequency of exposure to the diluted product

summary of assessment of exposure and justifications to be discussed below

Mewborn babies 4.8kg
Baby Hair Shampoo
Baby Hair Shampoo
Category 9

10.460

1430.000

10.46

0.073

0.01

Cnce per day

Mot Applicable

Mot Applicable

Diluted immediately

4 Minutes

200 mg per application
Hands

Twice a day

Washed offimmediately
Diluted 1 to 25 with water
Body

Washed off after 2 - 3 minute delay
Fourtimes a day

Exposure Evaluation

Ingredient Tox Transport Regulation
Reviews

ADR 2011

J

|CIR Compendium20
eb

Cosng
| CIR Reference

Bioc irective

Canadian
Hotlist

UK Cosmetic
Regulations

| Saudi Cosmetic Reg

Wiley Website

[CTF}\ Resources links

REACH Regs

EU INCI LIST

L

FDA Colour Status List

Intertek

Valued Quality Delivered.
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7. Exposure to the substances

“Data on the exposure to the substances contained in the cosmetic product
for the relevant toxicological endpoints taking into account the information
under Section 6.”

BN, B-CHUNER \INEKEHE &G4 BHE.
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8. Toxicological profile of the substances

contained in the cosmetic product for all relevant toxicological endpoints. A
particular focus on local toxicity evaluation (skin and eye irritation), skin
sensitisation, and in the case of UV absorption photo-induced toxicity shall
be made.

All significant toxicological routes of absorption shall be considered as well
as the systemic effects and margin of safety (MoS) based on a no
observed adverse effects level (NOAEL) shall be calculated. The absence
of these considerations shall be duly justified.

Rt AR gttt FRME
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Endpoints
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* Acute toxicity via relevant routes of exposure
* |rritation and corrosivity:
* skin irritation and skin corrosivity
* mucous membrane irritation (eye irritation)
* Skin sensitisation
* Dermal/percutaneous absorption
* Repeated dose toxicity (normally 28- or 90-day studies)
* Mutagenicity/genotoxicity
* Carcinogenicity
* Reproduction toxicity
* Toxicokinetics (ADME studies)
* Photo-induced toxicity

21 © Intertek 2011, www.intertek.com
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S RIPS T A bk

PP R R HCertificate of Analysis (COA). Technical Data

Sheet (TDS). Z4AHARPEHF (MSDS/SDS) . B T FERER,

Tt E PR ARG SIEH (IFRA Certificate) MI26ANEEIFEAH. H4h

E{ﬁ}iﬁi;fgﬁ% FIShAE DT E Y, T JR A4 Ak Y S A AR 24 5 B A B 45k FH
BAIRMER

NOAEL shall be selected to calculate MoS.

Hazardous assessment AND Risk assessment
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9. Undesirable effects and serious undesirable effects

“All available data on the undesirable effects and serious undesirable effects
to the cosmetic product or, where relevant, other cosmetic products. This
includes statistical data.”

1.Undesirable effects (UEs): “adverse reactions for human health attributable
to the normal or reasonably foreseeable use of a cosmetic product.”

2.Serious Undesirable effects (SUES): “undesirable effects which result in
temporary or permanent functional incapacity, disability, hospitalisation,
congenital anomalies or an immediate vital risk or death.”

— AR R (GBERBD r= il C & AE M CLAMP E X HL X (anh[ED) B
B, WA A RS R AT B AN [ s IV 20K 1% 28 BRI CPSRA . G B
P AERK R BT R AT A R R W B E AN [, W2 ) B T Y R AR
CPSRIF R P2 AR 45
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10 Information on the cosmetic product

“Other relevant information, e.g. existing studies from human volunteers or
the duly confirmed and substantiated findings of risk assessments carried
out in other relevant areas.”

BG5S (Path-Test) , EEBHNGIAL (HRIPT) , SPF test, Marketing
Investigate TestZEMA 45 R,

24 © Intertek 2011, www.intertek.com
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PART B — COSMETIC PRODUCT SAFETY
ASSESSMENT
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|Likelihood of Significant Inhalation Contrihutionl

1. Assessment conclusion

Available Data on Specific Ingredients
{regulations: prohibition, mex. conc., -+
phys -chem . data)

“Statement on the safety of the cosmetic ;
pFOdUCt K [ Hazard Assessment ]

(systemic / local toxicity)

'

The conclusion should state if the product is [.: .,;;u,,i,,s,,,a,] e
0 0 0 Product
safe, safe with restrictions or not safe for T
Exposure Assessment

human health when used under normal or
reasonably foreseeable conditions of use.

a
Particle Size Characterization

¥

E

1

Iz
|
|
. . . @ Exposure E walistic Exposure !
(Colipa Guidline) 2= ==
|§ "
el i AR A T 36 W 7T T S 26 1 K
}ﬁ IIII:IIII ﬁéll‘% o derm., oral, inhal. : _E-, :
Safety 15 :
Evaluation : :

Safety Report i 3 Options: :
{incl Mo concem coneem 1 = realistic exposure assessment 2

#: - modification of pump unit H

: + reformulation (substitution of

: ingredient, conc. reduction)

.......................................

Color code in boxes: Blue related to ingredients 7 vellow related o product

Fig. 4: Basic principles for the safety assessment of inhalable cosmetic products and their
substances.
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2. Labelled warnings and instructions of use

“Statement on the need to label any particular warnings and instructions of use ”
R ERTUE

Z~1E (Warning Statement) e.g. avoid eye contact

26 ™ BUHUR AR

MR R A BR AR IR,  e.g Not to be used by children under 3 years of
age

] B

SPF 1€ (COMMISSION RECOMMENDATION 2006/647/EC) : low, medium,
high and very high

i FH L B &5
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3. Reasoning

“This explanation shall be based on the descriptions set out under Part A.”

HER RN E I TPart AFS47,

There shall be inter alia a specific assessment for cosmetic products
intended for use on children under the age of three and for cosmetic
products intended exclusively for use in external intimate hygiene.

B4 ) L= dn A AERF R BB 7 i T B ARF RS IS

. SRR, ST s, IREERIOR B R VA AR AR (AR Ak i e T
FRA | BRANER IR A R ) AR VAR IR ANO. 4% B P20, 19% CRABRE)
P R JE VA SRR Ly S RN RER 0. 8%,  (SCCS Opinion)

27 © Intertek 2011, www.intertek.com
All Rights Reserved



Intertek

Valued Quality Delivered.

“Possible interactions of the substances contained in the cosmetic product
shall be assessed.”

PO R A R A A 22 T AL R N S V-G R B T B . GRS =)

The consideration and non-consideration of the different toxicological
profiles shall be duly justified.

RHEENFTEZBIPSHRFEE R

Impacts of the stability on the safety of the cosmetic product shall be duly
considered.

AR E PR T dm & A R
E: AMUNEFS RS EE T 2R me s st
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K 03 0T i 2 TR e D B SR VT a7 o e ZH 7y TR 22 5510 ok 2 3 (MoS) o
MoSH& ¥ s Mikae 45 . (UINOAEL) JH IS AMERI AR G, FHaFE AR Leky
PREUBR AT —Fh KUS PEAE 7. gt A SR 4 R, AR IAH
20 (WHO) #3:i FIMoS Bt /IMEL A 100, IS4 JFopk A A A8 XU AT 425 HL AT L 22
AT . Za/ MBI TSR FR R DL X 30 1) 5 K AN 2 PR~ 101 A 2R W)
Foh b P DX 501) ) e R AN 8 TR 10, 1 P T AH 36 B 24 100

SFECIES

NO(A)EL | i e DIFFEFENCES
MoS = -
& 10
™
Fig.2: Schematic representation of the extrapolation from animal to man
[Renwick, 1998].
29
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UNIVERSITYDY
BIRMINGHAM

4. Assessor’s credentials é%otoxgawa

T o o B ks o ot py

“Name and address of the safety assessor. i

e acmnitted to the Degree of

ERTIFICATE ENDANCE COURSES

Master of Science

Proof of qualification of safety assessor. i

on the twelfth day of December 2008 Mr Zhongrui LI

atiended the Continuing Education Caurse

Date and signature of safety assessor.” . ... bteg | e

ek ettt & took place on the accasion of the 47th Congress of the Eurapean Societies
YN g’ B/}'i’ E:t[tll J\/J\IFIJ%'O

Erit Vsl o
Plasis s enasn yaur upscisiny cheices prrisal

of Toxicolony (Paris - August 28-31, 2011).

Paris, August 28 2011

| e

Nancy Claude

Congress President

Colipa Guideline:
AN (CV) FIEVUETS (Diploma)

- © Intertek 2011, www.intertek.com
All Rights Reserved



S8 Intertek
Valuved Quality Delivered.
1. BILEICPSR Part A = 70% Product Information File (PIF)
2. Part A & — Ml B o A S
3. JREJRREEA IR N B A, AL
4. Part B HEHKAE Part A #i L5EHk
5. HiARMER: TPS (Toxicological Profile of Substance)
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VI VP (BRRRRD « HR#I e lc 7 ARG 1E. G BIPA O E BNV I E 583
B R R G A R R — 2R T N el R B AR OSSO . IS =T
FNDULAHFGE R, EEEMRHEH YYGEHE e, &%
FHIEHAT H -G o B 525

SEEAR A PSS -LES A ESR I A AR S A B S, BE P TR AR
CPSRHR 2.

1ﬁ§§?¥%@%ﬁﬂ/%%%%ﬁ@%ﬁ%u&mmﬁ%(%%ﬁﬁéﬁ@%Wﬁm,%

NP it

SR EAPEHRISDS, BARBIESE LUK R4 R A S Rk

RGO EHIAERE R (RB)

JTERAEENNREE, AR R, AR EE G RN 7 BB R HAT A KT R

2 VPR E IR EEE nRH)

SR AL R EA R B B RN R EEA R RNKFTERER (WERE)

SR AL E AR AR B B AR S (RA)

TERAAEY)/ PR RS, FEM. M. ESRIEARE LAXER (TEZHE R
H B IR EU/ E BRanvEAIAS AR &)

\S]

(3]

[é1]

D
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P1FZH N

L P=mraRs, H&, RAMFELRHR

2. AN R (Bhhk, FREMERR T

3. AEFREER

4. =R EEHE 2E R

5. P2 A R R BRI 215 R

6. A YRl

7. EAHRHEISDS (R EMSDS, 754 BR BCLPHETE)
8. F i Pk

9.tz e E  (CPSR)

PIFREIRR70%5 Lk mBR £k E1EE

W MHRAREEHS, IEAFRLEE NIERE

33
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10. At i 2R E P T A B

11. =5k

12. REFAE=HTE (GMP)

13. R EA

14. AR R M

15. s> (INCD) FRERER, 7 mind
16. HIRF (Notification)
llfﬁw%ﬁﬂ,m@%mﬁﬁ%%Wﬁﬁ

=
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Thanks and Questions?
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Analytical T

Contaminants
Ingredient Restriction

In vitro

skin testing 1ISO 22716

Marketplace
Due Diligence

Consultancy
(Labelling etc

Intertek

Analytical T
Products
Raw Materials

PIS
Compilation

(Safety and
Analysis)

Stability Studies

Assessment
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