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Margin of Safe 5%

mredient'l with NOAEL available

Intertek

Valued Quality. Delivered.

Minimum MOS Acceptable 100.000
NOAEL (mg/kg bwid) 100| NOAEL/NOEL
Active conc (%) 100.00
Dermal Absorption % 100.00
Theoretical E
: Maximum
i Concentration
Type of Exposure Product Concentration TR
e allowed in final
allowed in final i Ly
cosmetic product stk
Sh I 35.24% 35.84%
Bathing, Showering Lol
Hand wash soap 30.03% 30.03%
Shampoo 65.23% 65.23%
Hair Care Hair conditionner 166.67% 100.00%
Hair Styling Producis 17.42% 17 42%
Body Lotion 0.81% 0.81%
Leave on skin &Hair Care Products Face cream 4 14% 4.14%
Hand cream 3.06% 3.06%
Liquid foundation 12.66% 12.66%
Make up remover 12.00% 12.00%
E had 303.03% 100.00%
Make up Products LTt
Mascara 238.10% 10:0.00%
Eyeliner 1250.00% 100.00%
Lipstik | Lip salve 111.11% 100.00%
Deo non spray 4.53% 4.53%
Deodorant Deo acrosol spray 4.B5% 4.85%
Deo spray (non ethanol) 10.00% 10.00%
Toothpast 45.30% 45.30%
Oral Hygiene — -
Mouthwash 3.07% 3.07%
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Acute toxicity via relevant routes of exposure o [E&1E)

Eye Irritation and corrosivity: CHREE R ¥

Skin irritation and skin corrosivity kR M)
Skin sensitisation (&R EMH)
Dermal/percutaneous absorption (£ KRUKZE)

Repeated dose toxicity (normally 28— or 90-day studies) (KEizh#y
S &)

* Mutagenicity/genotoxicity (EFE&EH)

* Carcinogenicity (ZJEM¥)

* Reproduction toxicity (ABEMH)

* Toxicokinetics (ADME studies) (FERFIA%¥)
* Photo—induced toxicity (HEFH¥)

17 © Intertek 2011,

, www.intertek.com
All Rights Reserved



85RO BB SR

Valued Quality. Delivered.

IR A T A B A A

J= & P Bi4E B R #8449 Certificate of Analysis (COA). Technical Data Sheet (TDS)
v BAEFARBFAPF (MSDS/SDS) . deR = it A T HEHREHFN EREE
PR &4 23EFH (IFRA Certificate) Fe26 NEKHR F¥H. A9, R HmP

R S S ARIRY, B RAAEB T SR R 2 5 A AR BB 4943
B

B AE LA BMENSEAKFE (NOAEL) A T4 B4E+HHE (Margin of
Safe)

MoS Z ik R & A T 1 BE 6 BUR R

NO(A)EL
SED

MoS =

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



THIY BRI R R

Valued Quality. Delivered.

i

Lo At e B BB (RS AR
2. (A b E HAMED) (BRI

Cle i IS BE TR R Y I+ =48 (hRBEHIMNE) S+ 14
HAHT IR B K& “ RETEMIGUERT, N SERMIR BRI TR E R W
RERIRE ¢ FIRTNBORETEN IR 78, TN S5A/NTIhR = FRE
N BERIRRRTAR”

ATV AR R . SR8 SPF. . JEE IR, PrEEihk. £
H. 8. EE. BB, SBUSAURT MR A& e

Hig HE (QB/T 42562011 i PRIEDHRGEA Fa =G ) A0 B WAL d i By At 45
e (SPRE) ME LB TIATE S IbRERTT 1, B8z — DR —HIfa 5
AN EAR T 1 40 B SR

(THAMSY = P IRT) ? 7

19 © Intertek 2011,

, www.intertek.com
All Rights Reserved



Intertek

Valued Quality. Delivered.

FRE EU

Vertical EU regulation specific to Cosmetic :

e Cosmetic Products Regulation 1223/2009/EC: Articles 20 and 11(2)(d)

e Commission Regulation on the Common Criteria for the justification of claims used in
relation to cosmetic products Regulation 655/2013 / EC

In addition :

e European Commission Recommendation on the labelling and efficacy of sunscreen
products

e European Commission Recommendation on claims related to the absence of animal tests
(claim for non-animal testing??)

Horizontal legislation, e.g.:

* Directive 2005/29/EC on unfair commercial practices (UCP)
e Directive 2006/114/EC on misleading and comparative advertising (MCA)
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Defined in EU 655/2013
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Legal compliance & #{4:
Truthfulness ESCE e.g. give you wings
Evidential support iE3E S fF

Claims cannot be extrapolated from ingredient properties to the finished product without adequate
and verifiable evidence

Honesty 1 5E Eg If the action is linked to specific conditions, such as use in association with
other products, this shall be stated

Fairness 2A~F
‘Low in allergens because formulated without preservatives’

Informed decision-making %1{& k3K
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Which claims cannot be applied?
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Examples of claims related to treating or preventing diseases

Anti-inflammatory F1 %

Enhances the immune system 455 %% 22 4¢

Treatment of skin problems such as dermatitis, eczema... iz #ME2
Calming of red and irritated skin &7 2% [ ik & 21 A1) 3
Diminishes scars /> JEJR

Repairs damaged skin &5 filk $51 J7 ik

Stimulating blood circulation

Healing sores on lips J& &b 515t 17

Calms pains of oversensitive teeth £Eiff 2 1A BBUBS 7 K B TR
Reduces gum-bleeding I /> 7 #iE H 1L

Antiseptic, disinfecting $i 7 VH 7%

Treatment of diaper rash V&7 R A2

Against stiff and cold muscles $1 JLIAI{E BLFIFE

Solves baldness fift &k it &
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By 11 July 2016, the Commission shall submit to the European Parliament and the
Council a report regarding the use of claims on the basis of the common criteria

().

Specific Claims under discussion*:

Free from*
Hypoallergenic {Ei3 814
Natural, organic, bio
Environmental claims

Certain claims should be allowed for an informed choice of consumers who want to
avoid certain ingredients based on lifestyle or religious reasons

alcohol-free; no animal derived ; fragrance free
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& & H# 2% % % (Quantitative structure-
activity relationship)

A QSAR is a mathematical model (often a | e

making a linear approximation, ba;ad
Observed taract value: N/ redn:tadtarget alue: 191 (3.88 to 9.40E+ 03'950%)m.'k .lda

statistical correlation) relating one or more s o ’:*"-'“"‘
quantitative parameters derived from S D I I
chemical structure to a quantitative measure | i~
of a property or activity (e.g. a £l
(eco)toxicological endpoint.) "

SPAT SECTTL TS EL R S e L
L =

QSAR models first summarize a supposed An example of a QSAR is the prediction of
relationship between chemical structures acute toxicity to an invertebrate species
and biological activity in a data-set of (Tetrahymena pyriformis) by means of a
chemicals. 1t 2% &5 4y % Fn 4k 7% M #5382 regression equation with the partitioning

behaviour (log Kow value) of the
chemical as a descriptor (Schultz et al,

Second, QSAR models predict the activities of 2002)

new chemicals. Tl & 69 4
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QSAR Tools
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In Silico tools including OECD Toolbox, Toxtree, CAESAR, ToxPredict and
ConsExpo are commonly used to generate prediction results to fulfill the
data gaps for different kinds of endpoints and exposure via Weight of
Evidence approach in the risk assessment.

Currently these tools can not fully replay the animal testing due to limitations
of accuracy and sensitivity, however those results could be used as
supportive evidences to waive unnecessary animal tests and combining with
other evidences to indentify hazardous.

(e.g. An irritation study report without details, result is consistent with QSAR )

The SCCS is not accepted the QSAR results for any endpoint, ECHA may
accept the prediction of skin sensitization within other supportive
evidence; FDA may accept the results of Log Kow and BCF; FDA, EFSA
and JECFA prefer to use the “Cramer classes” for TTC.

- © Intertek 2011, www.intertek.com
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How to use QSAR tools?
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Generally, there are three key steps are included to run a prediction in
those tools and summarized below:

1. Indentify the substance

Chemical structure such as SMILS is used often in these tools and such
data can be obtained in multiple websites. Chemspider is recommended
here because of the accuracy is good. The SMILS in the ChemIDplus is
not working well in these tools. Fulfilling the CAS number in the search
field and click the button of “search” and SMILS will be displayed in the
webpage and then it could copy and paste into the QSAR tools.

OECD Toolbox and ToxPredict are accepted CAS number for starting
point, so SMILS is not necessary for both of them. The QSAR tools are
also accepted structure data by drawing in the input window.
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ChemSpider

The free chemical database

About Searches Web APls Help

—
b

ol

[4e]

Triethyl citrate

ChemSpider ID: 13850879

Molecular Formula: C12HZDOT

CH,
{ #
j\oj(\“zovn“s Monoisotopic mass: 276.120911 Da
H,c” o w Systematic name
1 OH o
Triethyl 2-hydroxy-1.2,3-propanetricarboxylate
* SMILES and InChls

@ 20 3D Save Zoom SMILES:
0O=C(CC(O)(CC(=0)OCC)C(=0)0CC)OCC

Std. InChl:
INChI=15/C12H2007/c1-4-17-9(13)7-12(16,11(15)19-6-3)8-10(14)18-5-2/
h16H,4-8H2 1-3H3

Std. InChiKey:
DOOTYTYQINUNNV-UHFFFAOYSA-N

http://www.chemspider.com/
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2. Selecting target endpoints in the QSAR tool

The tools are including multiple endpoints inside and appropriate
interesting model(s) shall be chosen. These models are based on
scientific theories of model of action or toxic similarity of functional/active
groups. Parameters may be required in some specific models to assist
prediction such Boiling Point is required to calculate skin and eye
irritation in the Toxtree, otherwise absent such parameters may cause
the model is out of domain and lead false results.

(% Tostee EstimationofTxic Hazard - A Dciion Tee Approach 2 ot s re o it =)

——

File Edit Chemical Compounds Toxic Hazard Method Help

Available dedision trees
« # [Chemical identifier | sigel{sief{s}[(s(of S e)lo]s)

OO O
Tamel
SMILES |o=cicc(@)icc(=c)occ). .. oes =
cdk:Commen t |Created from SMILES 1 ‘erhaar sche

|
|
i l
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3. Calculation and generating report

Unless OECD Toolbox, QSAR tools are producing qualitative analysis
results such as Positive or Negative for sensitizing, CMR properties, the
validation of results or out of domain will also be given also for

justification.

Currently the result for repeated
toxicity is still invalid but it could be
used as a supportive evidence for
reference.

The confidential and commercial
data are involved in the OECD
Toolbox, so it is not permit to
generate a report in this software
sometime.

31
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| Freaicoon

Read across prediction of LOELNOEL,"Study LOEL"," Study NOEL",
taking the average from the nearest 5 neighbours, based on 5 data points from 5 neighbour chemicals,
Observed target value: NfA, Predicted target value: 524 mg/kg/day
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Summary of QSAR

Intertek

QSAR Tool

Brief Summary

Applied Endpoints

Comments

CAESAR
http://www.caesar-
project.eu/software/

CAESAR was an EC funded project,
which was specifically dedicated to
develop QSAR models for the REACH
legislation.

bioconcentration factor
skin sensitization
carcinogenicity
mutagenicity

lovel Ltoxici

A web based tool, can generate analysis report

Toxtree
http://ihcp.jrc.ec.euro
pa.eu/our labs/comp
utational toxicology/
gsar_tools/toxtree

JRC funded project is designed for
TTC and certain endpoints.

TTC

Skin irritation
Eye irritation
Skin sensitization
Mutagenicity
carcinogenicity

A standalone PC Tool can be used to gain the
categories based on TTC for the low concentration
ingredients or impurities.

EPI Suit
http://www.epa.gov/o
pptintr/exposure/pub
s/episuite.htm

Developed by US EPA to gain the
prediction of physical/chemical
property and environmental fate
estimation

Melting point
Boiling point
Vapor pressure
Water solubility

A standalone PC Tool, can be used to gain the
physical/chemical data.

Hydrolysis

log KOW

BCF
ToxPredict Company owned tool to predict a| TTC A web based tool, also including the prediction results
http://apps.ideaconsu | toxicity endpoint, free to use. log KOW from Toxtree. The most advantage is that all the
It.net:8080/ToxPredic Ecotoxicity results can be displayed in one slide.

t

Multiple endpoints

ConsExpo 4.1

http://www.rivim.nl/e
n/healthanddisease/p
roductsafety/ConsEx

Po.jsp

Developed by RIVM to calculate the
accurate exposure data for
consumer products.

Dermal absorption

The prediction is based on the molecular weight and
KOW, only applying to aqueous solutions and not
considering the solubility.

OECD ToolBox

http://www.oecd.org/
document/54/0,3343,e
n 2649 34379 42923
638 1 1 1 1,00.html

Developed by OECD to fulfill the
data gaps for (eco)toxicity

Almost all the endpoints

A standalone PC Tool, one of the most powerful QSAR
tool including all the databases of OECD members.
Can be used to predict different endpoints even
NOAELs. But it is time consuming to run the database.

32
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Example of TOXTREE

ZECEHH

= C https://apps.ideaconsult.net/data/ui/toxtree#
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= HH bl t @ceﬂc m:;:z*l'“"!m%

| Exact structure

Single view mode

Table view mode

Similarity Substructure URL

Available structure aftributes (1/1)
CasiN | 70425339
EC number |515—115—2
hemas | 112-propanediol. 3-2-ethylhexyloxy)ETHYLHEXYL(
SMILES | 0CC(0)C{OCCCCLT)ee
S Il ey | XFPKOPQDTIBDTR-UHFFFAQYSAN
Std. InChl

4

| InChl=15/C11H2403/c1-3-5-6-7-8-14-11(4-2)10{13)¢

-

3

33

Structure diagram a

& Cramer rules |

[l Enable fragment sear::hﬂ 70445-33-9

4 Previous Next ® Toxicity prediction modules (1/14) select e

[ Intermediate (Class I}

[ Law (Class 1)

31.Normal constituent of the body No

B e = T e T L K R et Tk P
Q3.Contains elements other than C.H,O,N.divalent S No

Q5.Simply branched aliphatic hydrocarbon or a common carbohydrate No

(Q6.Benzene derivative with certain substituents No

Q7. Heterocyclic No

Q16.Common terpene No

217 .Readily hydrolysed to a common terpene No

19.0pen chain Yes

Q20 Aliphatic with some functional groups (see explanation) No

Q22 Common component of food No

|Q33.Has sufficient number of sulphonate or sulphamate groups No Class High (Class Il1)

 Extended Cramerrules| » || M || A

# \erhaar scheme for predicting toxicity mode of action| » |[ M || A

£ \iarhaar erhama fmndifiad) far nradictinn tovicihe mnda nf actinon | o (a4

© Intertek 2011 ;
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Verhaar scheme for predicting toxicity mode of action = Verhaar scheme (modified) for predicting toxicity mode of action « Eye irritation Skin irritation
[ Class 1[narcosis or baseline toxicity) | Class 1 {narcosis or baseline toxicity) Serious lesions to the eye Qi Irritating to skin

Aqua toxin alert

Eye irritation alert

Skin irritation alert

34 © Intertek 2011,
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Skin sensitisation alerts (M. Cronin) DMNA binding Protein binding
( Alert for SNAT Identified.: NO |6 Alert for SN1 Identified.: NO ) |} Alert for SNAT Identified.: NO ]
[ Alert for Schiff base formation identified.: NO | [Alertfor Schiff base formation identified.: ... | [Alertfor Schiff base formation identified.: ... |
[ Alert for Michael Acceptor identified.: NO | [ Alert for Michael Acceptor identified.: HD | [ Alert for Michael Accepior identified.: NO |
[ Alert for Acyl Transfer agent identified.: NO | [ Alertfor Acyl Transfer agent identified.: NO | [ Alert for Acyl Transfer agent identified.: NO |
( |6 Alert for SNZ identified.: NO ) |} ]
e : =

Alert for SN2 identified.: NO

Alert for SN2 identified.: NO

Michael acceptors Benigni/Bossa rules for carcinogenicity and mutagenicity

In vitro mutagenicity (Ames test) alerts by IS8

[Not reactive via Michael addition| | Structural Alert for genotoxic carcinogenicity: NO |

(For a better assessment a QSAR calculation could be applied.: NO|

[ Error when applying the decision tree: NO |

Structural Alert for S. typhimurium mutagenicity: NO

(For a befter assessment a GSAR calculation could be applied.: 1
[ Error when applying the decision tree; NO

No alert for skin sensitization; No DNA binding; No protein binding

No potential for Carcinogenicity and mutagenicity; No alert for Ames test

35
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Classification in EU C&L Inventory Intertek
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408-080-2 70445-33-9

Motified classification and labelling according to CLP criteria

Classification Labelling Specific MNotes Classification Additional Number Joint
Concentration affected by Notified of Entries
: limits, M-Factors Impurities / Information Notifiers e
Hazard Hazard Supplementary Pictograms, i - :
(I-:I:;:Z:rg d?;fj:{:; Statement  Statement  Hazard Statement Signal Word Addlpves Y Y
oLy Code(s) Code(s) Code(s) Code(s) &
Eye Dam. 1 H318 H318 -
63505 ISI:Da;:?_. ).\Jorr:" 844 v o
Aquatic Chronic 3 | H412 H412 ar il Nameas
Eye Dam. 1 H318 H318
S State/Form
Acute Tox. 4 H3zz H332 GE;ES Slimariai s a7 ' 4 O
Aguatic Chronic 3 | H412 H412
Eye Dam. 1 H318 H318 GHS07 StatefForm
- i GHS05 Cma 2 v O
Acute Tox. 4 H332 H332 Dar Tk N AIRES
Incorrect prediction: Skin irritation and Acute toxicity?
http://echa.europa.eu/ja/registration-dossier/-/reqgistered-dossier/16725/7/4/2/?documentUUID=56f54b02-377d-407a-8ccO-
89450cabebce
http://echa.europa.eu/information-on-chemicals/cl-inventory-database/-/discli/details/122840
36 © Intertek 2011, www.intertek.com
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Conclusion for QSAR
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EPI Suit is recommended to predict physical/chemical properties. e.g. Log
Kow.

ToxPredict/Toxtree is recommended here to predict toxicity due to its
convenience and easy to use.

ConsExpo 4.1 is suggested for exposure assessment (inhalation).

Although OECD toolbox is very powerful, but it will cost from 30 minutes to
few hours to get the results due to calculating thousands of chemicals and
multiple QSAR models are included.

Toxtree, ToxPredict and OECD Toolbox can identify the category of Cramer
rules for substance and hence associating with exposure dose for TTC
assessment.

- © Intertek 2011, www.intertek.com
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Low concentration ingredient X|f&iF(4
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T i Fe AR IR R A 8 2 R &b Bt ek Bk 89 R 3R FAK, BWIHEALT AE &
RBAARRBERA ORI EE, 2HEEE, BREREFEERERZ T AXE.
A BB A= T B 4E 7 P

KA At Ao £ 78 A0 BU4E, N+ HZ &2 TRML (Margin of Safe, MoS) 4 B it % &
A = (tolerable daily intake, TDI)

BEREMFHOBHBBET AN RLEMML.

N} i@ it FRFERAE (Margin of Exposure, MOE),
#3254 B8 (Threshold of Toxicity Concern, TTC)
AP B % HEE (Permitted daily exposure, PDE) |

Expedited No Significant Risk Level ..
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1S EHIE (TTC) 755%
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S R B BN G FRFRE &S, o fTRE?

TICH A B EMKXERHBARGHERE (FDA) « RERBHImA T XL 2 (
JECFA) « B R%%4k (EFSA) , B %% iffb k) (EMEA) AoBk 3K % &
¥ ZR & (SCCS) #EXHAT RS EEERMA. RRifmAl. HhF AR
ARk AR A e S SR AR A 89 LT R A o

COMMISSION IMPLEMENTING DECISION Guidelines on Annex I to Regulation
(EC) No 1223/2009

An example where this could apply would be the presence of a substance in the cosmetic
product at a low level, with the expected (worst case) exposure levels being below the

appropriate threshold of toxicological concern (IT'TC) values.
% EE R Tk S RAH 4R R 4E
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SEFXEBME
Threshold of Toxicological Concern
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TTCHIAE & VR T 20 2904 R Munrot® I EHL R E B E (
Threshold of Regulation, TOR) , TOR=Z#%US FDAF T X & 1%
FBENTFHEmEmmr R, 2T 1.5ug/person/day
(0. 025 ng/kg bw/day) WEZAETNKE .

TORET EZE RS N E A 22 —WEE RN AKTFRZEN L
REEE (sh4p 3 ASNE) , 1.5 1 g/person/dayif A X & X 7E
21 b IR 1 =M B ADNA R I L e 2 2 B, 3 f
T ERAETTCAE 2 4 B0 R 5 91 £ B FT &

TTCE — MK ITEFTE, ERTZEEATH, EEREAS
XE. ZEZNCHWEEEFHNAFIHR (ZEXUFI RN
SHEHEZEEFHERDEZRA) SEFL,

p

www.intertek.com
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1996 FMunro2s A & H3 FCramer %92k B HINOAELE W & B 4% (JF
613F b F M Hy2941 1~ NOAELfE, ®#F T\ th==4r, #4y, 8o n
Y, RFEAFEY, RV FEEENFY, HFCramer class I (
1374F) , II (28%F) AIIl (448%) ) .

R\, WAl fEsE A 5, EE KR FHOINOAELE., &
— KB4 R B B E 4L FINOAEL (B #% 1T & - #4460 kg AMRITE
NAF. % T H 510 1HBINOAELE 4% 3% s TTCEY, 100X 24 R # (
NN EREFREHATEEEFENRINNEZL2ETF) #HA.

WAG Y = KEHBTTCHE 4 7| #1800, 540, 90 ng/person/day. &
WESL T UEMRAEMI S ERATTICH &%,
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3% 1 Cramer 219 2 3|8y B R4 %o

ER A Ao EMe
| e REAEENLESY, FRNAHEARTLZ0E S
(w: LHEE, HEBERE_8) «
Il e *TFTomEHRE, FEEEFERaz ), EERF
REwmEL, BE¥oA2F 1B AFF ST EESE
THy, EEN | BN ER (BFRERERE) BER. 7—
RAEHNR1EZELN, EEZHERRE M. «
E=2 TEANITERIEZA MR FEREHENEZE.

P

% 2 Cramer & 7 Z 3|89 TTC {Hv

NOAEL (5 B fifE) (mg/kgd) ¢ TTC ( ugfpersonday) «

g AR
| o 3.0¢ 1800+
Il e 0.91~ 540«
I e 0.15~ Q0.
© Intertek 2011,
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REEE, REEE, FEEUEMEZETHEEE RN LW TR AT,
o B [ B &= 4 B S ILST, 1999 )

Kroes % A2004% 3 T X T 41X 45 € 45 14 B0 3% 1% 5 & OB W TTCAEO. 15 1
g/person/day (HTD &M/ EHKXNBERNKR N E A0 —HWE R LR
B g L& ry B TTCE 18 n g/day.

2004 Fkroes?tFA LT EFZREN (WTHE), ZAEHRT FEBTTCH
ETERRERAWNAA . XEMWER: EHEEFZERUELN
M, EERESHWEANRARIEETE (E42BMICDDERNFY) 3 ©A
ERAEINBEY (EWEEE, L EMA e EBaEENIEBEN
K VERE (Cohort of Concern, CoCEHF) . Xt TCoCEY i EANITICH
I K o
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step 1. PEEEETHABHLECRREEAHERELEY, BERTEENLTERE, ZEHEE

FERE

MO+ .5
Y

step2. YIEEESHIEEHEESMEMNE .

NO« ¥
YES«

Step 5. B & 01TV A BT TTC 18 (1.5 M g/person/day J+

J NO- 4
YES+

MBI eFET 2 E

¥

=

Step 6. ﬂﬁ%ﬁﬁ?ﬁm@f 2

l NO+ YES« ‘

45

RBFEEELEY
EHEOBHEE |y
» sStep 3. EEVIEET
BHESEINE, T
WETHESERE
Jmm.
MO+
Y

stepd. E&IEITHIE A BT TTC

B ©0.15K g/person/day’ «
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Step 8. MEEERET

!

cramer £ m ZEH

step 7. AR AEE

Pl elLl 2k (BUEMEED 108
a2 1 PR REM R . ¢

T8t 18 pg/person/day+ !
NO+ YES+ P i
15 YES« '
step 9. {HTHIEABE i
T8t 90 pg/person/day+ R EENE D i
| E{RS MR 5
YES NG l : :
T e I '"}-""""" S G
PR R A S E T .
e 2 g il o3 ! 7
. Lz
step10. MNBEEERT cramer &9 1 29 fHe .
NO+ l YES+ o
Y

step 12. HITHIBAEZEER

71 1800 M g/person/day«

step 1LATTHIBAZEES
#2i 540 M g/person/day-

46

l NO+
¥ES<: | 0 se Meolilic
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TTC#40. 15 1 g/person/dayfI B E R M A TH A RELEHNETTNBEW . H5 A
TR A 45 MoK o B W % I TTCE L. 5 1 g/person/day L3 3 A,

2016 FWHOFREFSAER & & A T TTC 77 vk 48 34 Fn 37 B TTCHR SR A By T & XF b T o B ok 5%
W#HAT T BT, BITHE LT

KIRIFUMRAECETHARBXECEIERCACBNEAY, XEET S
B, —FKARFTRERERERAMARE B THRHRE KA.

FRIFK YR EG A BB EREEUENENBCR ARG E L REN,
MR AR EEEMLIE (Whnes ER D TR EADNABUE BRE) . W RE
Tz, HERBETTICHE 40.0025 ng/kg /day (MRE 60 kg, EF0.15u
g/person/day) A FE, #MilFx P &3,

TTCE AL H v g/person/dayE K X v g/kg /day.
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SCCS, SCHER and SCENIHR, Opinion on Use of the Threshold of Toxicological
Concern (T'TC) Approach for Human Safety Assessment of Chemical Substances
with focus on Cosmetics and Consumer Products, SCCP/1171/08.

The SCs accept in principle the division into Cramer Classes I and III. When
assigning a chemical to the lowest toxicity class (Class I, 1800 pg/person/d
corresponding to 30 pg/kg bw/d for substances with no genotoxicity alert)

B AJSCCS R 3% Carmer I F=IIT %,
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Cramer rules

Extended Cramer rules
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TTC value: 90 g/ day

Impurity 6 (Chemical name/INCI name) Cramer Class lll :

Maximum Concentration allowed in
product
Type of Exposure Froduct Thoratical Max i
Concentration (%) | - ; a_x i
Lonoantraton {%=p
5h | 0.0473T% 0.04T3T%
Bathing, Showering i — -
Hand wash soap 004500 0. D4 ED0
Shampoo 0.0B18Z% 0.0B182%
Hair Care Hair conditionner 0. 22500 022500
Hair Styling Products 0. 0250 002250
Body Lotion 0.00115% 0,001 15%
Leawve on skin &Hair Care Products Face cream 0.DOEE4 % 0. O0EE4 %
Hand cream 0.00417% 0.00417%
Liguid foundation 0.01785% 0.01T86%
Make up remover 0.0 180 001800
E had 0. 45000 I S
Make up Products R e Se—
Mascara 0. 35000 0. 35000
Eyeliner 180000 % 1. 80000
Lipstik / Lip salve 0. 15000 0. 150D
Dec non spray 0. Deee e 0 DR
Deocdorant Deo asrosol Spray 0.DDEZE 0. DEZE
Deo spray (non ethanol) 0.01304% 0.01304%
0.0662F% 0.065FF%
Cral Hygiene Toothgiasie """ - s :
Mouthwash 00041 T % 00041 T
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Read-Across Intertek
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Hypothesis that similar compounds should have similar biological
activities.

A chemical category is a group of chemicals whose physico-chemical and
human health and/or environmental toxicological properties and/or
environmental fate are likely to be similar or follow a regular pattern as a
result of structural similarity (or other similarity characteristic).

mono-, di-, tri-, tetra-, and penta- ethylene glycols; Oxo alcohols C9 to C13 ;

Methanolates category under the OECD HPV programme (http://cs3-
hg.oecd.org/scripts/hpv). potassium and sodium methanolate and both react rapidly in
water to form the corresponding hydroxide

The term analogue approach is used when the grouping is based on a very
limited number of chemicals, where trends in properties are not apparent.

isobutanol (CAS No 78-83-1), p-chlorotoluene (CAS No 106-43-4), and
methyltriacetoxysilane (CAS No 4253-34-3). These initial assessments are available
from UNEP Chemicals (http://www.chem.unep.ch/irptc/sids/OECDSIDS/sidspub.html).

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



Intertek

Valued Quality. Delivered.

Read-across is a technique for data gap filling in which
information for one or more source chemicals is used to
make a prediction for a target chemical, which is considered
to be similar in some way.

OECD Toolbox and ChemIDplus could give some indications
for reference chemical or group

US-EPA
http://www.epa.gov/opptintr/newchems/pubs/chemcat.htm

OECD HPV Chemicals Programme

http://cs3-hqg.oecd.org/scripts/hpv/

- © Intertek 2011, www.intertek.com
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1 Read-Across and Grouping
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Read-across can be performed in the following ways to fill data gaps:

1. One-to-one (one analogue used to make an estimation for a single
chemical)

2. One-to-many (one analogue used to make estimations for two or more
chemicals)

3. Many-to-one (two or more analogues used to make an estimation for a
single chemical)

4. Many-to-many (two or more analogues used to make estimations for two or
more chemicals)

The one-to-one is often used due to its less complexity and requirements for
the data.

(ECHA Guidance on information requirements and chemical safety
assessment Chapter R.6: QSARs and grouping of chemicals is
recommended here for further reference. IUCLID 5)

- © Intertek 2011, www.intertek.com
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Figure R.6-3: Graphical representation of a chemical category and some approaches for
filling data gaps

Chemical 1 | Chemical 2 | Chemical 3 | Chemical 4

Structure XOOOOOGMKK | JOOOMKX | 00000000 | 000X

Property 1 ®e = O ® = O SAR/Read-across
Property 2 ® —=> O O &= © Interpolation
Property 3 O &= e ® —=> O Extrapolation
Activity 1 e —> O e == 0O SAR/Read-across
Activity 2 ® —> O O < e Interpolation
Activity 3 O <:|:| °® ® o Extrapolation

e Existing data point o© Missing data point

54 © Intertek 2011,

www.intertek.com
All Rights Reserved



Intertek

Valued Quality. Delivered.

A National Library
NLM | of Medicine

’"\'f’_ United States

News SIS Home | Site | About Us | Contact | Help
Env. Health & Toxicology TOXNET ChemiDplus Lite Advanced
CH,4

Click the highlighted of
“Structure similarity search”
button in the webpage and
overall 19 similar substances

NAME: Triethyl citrate [NF]
RN: 77-93-0

MW: 276.283 o 0 el
was indentified and part of
Basic : = Search
Information For more information about this substance, Navigation g .
you may select from the links below. |t p t d b |
Ful Start Now results IS presente elow.
Record Query
File Locator
Modify
Structure DART [i] Developmental and Reprod. Tox. Query
DSL [i] Domestic Sub. List of Canada
flm. DrugPortal [il NLM Drug Information Portal ghu::;
Synonyms EINECS [il EU Inv of Exist. Comm. Chem Sub
EMIC [i] Env. Mutagen Info. Center Search
Formulas
HSDB [i] Hazardous Substances Data Bank History
- Haz-Map [ oce. Exposure to Haz. Agents Structire
C'Ewi:""" Household Products [i] Household Products Database s'!"“-:':v
MeSH [i] Medical Subject Headings File
Structure
m‘g?‘ PubChem [il PubChem Salt/Parent
PubMed [i] Biomedical Citations From PubMed o
Tadany RIECS [il Reg. of Toxic Eff of Chem Sub. Transfer
TOXLINE (i) NLM TOXLINE on TOXNET Bnooture
ot © Intertek 2011, www.intertek.com
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Start New
Query

Mo
Guery

Show
Query

Search
History

Go To
Record
Number

TOXNET
Home

2

3

56

Results:

Diethyl hydrogen 2-
hydroxypropane- 1, 2, 3-tricarboxylate

32074-58-9

Tripropyl citrate
1587-21-9

1-10 of 18

Next Page &

CH,

e,

MW: 318383 - 88.1259% similar

87|

RLEEF

i

<
o

A[E

I3 |_|
=T

Intertek
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The most similar
chemicals within rich
data could be used as
references.

Structure salt/parent
search is not applicable
for this case but could
also be selected for
other substances.
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Conclusion: Intertek
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The EU SCCS and Cosmetic Regulation have accepted Read-across
on case-by-case basis and same to CIR. In some way, QSAR could
be considered as a kind of Read-Across (Many-to-one) but expert
judgment process is contained in the software.

READ-ACROSS %57ACIR A% , SCCSHMR D

Oleths (HEERHX) :

Panel concludes that Oleth -2, -3, -4, -5, -6, -7, -8, -9, -10, -11, -12,
-15, -16, -20, -23 -25, -30, -40, -44, and -50 are safe in the present
practices of use.

Read-Across ZNTEF , it T/EM T,
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Acute Toxicity Bridging Principles - Dilution
- \

substance/mixture 11\+ substance/mixture B _ Mixture C of A+B
(LDso = 50 ma/kg)  (Classification known) (Mot Tested)

- If ‘B’ is water or is totally non-toxic, then classification of ‘C’can be calculated

LDs; of ‘A = 50 mg/kg (Acute Cat. 2) = it is diluted with same amount of water
% toxicity of 'C’is estimated to be 100 mg/kg (Acute Cat. 3)
- If ‘B’ is classified but has a hazard classification lowerthan the toxic component ‘A’,

then ‘C’can be classified as for ‘A’ (worst case approach).

Classification of ‘B’ = Acute Cat. 3
LDgy of ‘A =50 mg/kg (Acute Cat 2) (= most toxic component)
% ‘C’ can be classified as Acute Cat. 2

i

n A~

ATE;
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100 Ci

R AF i ke T
HHiM1 3 n
ey i etk m kb
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% 3.2.3:

HESYYARKEREY(E L. F28E3
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&) 8% A & Bk

F£1. £2:F3 %E’Ltm%ﬁkﬁxz‘h
EREMR AT 2R 89K
%17 LA 31 5 R BRTE ) R BAH
P4 S %1% 2% %3 %
(WL R A

R TR 1 28 > 5% >1% {1 <5%
Ik 2 %8 > 10% >1% {H <10%
7 KR 3 ?JE > 10%
(10 x LSS 1 28) + > 10% >1% {1 <10%
TR 2 ?J:fé
(10 x JZ A5 1 28) + > 10%

REIEE 2 38 +
R TR 3 2

29
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% 333 [FEESYR HREBEME | SLE 2 2)89%0 Kk
F 1 EF/RAE | HE 2 LXNBESYRIRE

iR Sk A AT 51 80K E
BIALITZ 5100 p s 20 A~ A] i BR AR S A] 5 AR B 44 R

F1RE 2%
i 8 gk BE AR 1 5% >3% >1% {1 <3%
M8 78 55 2/2A 25 > 10%

(10 x T A0SR 1 28) + T ERER 2/2A % > 10%

FERE 125 HIR SR 128 >139% >1% {H <3%

10 x (RERKER 136 +IRAIEE 138) + IR = 10%
2A2B %
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ECHA Chapter R.6: QSARs and grouping of chemicals Velued Qualty.Delvered

http://echa.europa.eu/documents/10162/13632/information requirements
ro en.pdf

OECD ToolBox
http://www.gsartoolbox.org/

ChemSpider

http://www.chemspider.com/

ChemlDplus

http://chem.sis.nlm.nih.gov/chemidplus/

Toxtree
http://toxtree.sourceforge.net/predict/

ToxPredict

https://apps.ideaconsult.net/ToxPredict
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Questions?

Thank you!
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