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| hereby declare that the products described below manufactured in conformity with

Cosmetic Good Manufacturing Practice
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Where violations of this declaration occur, | agree to take the legal responsibilities.
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INCI name : Alcohol

Product Name

ethanol/ethanol absolute

CAS NO 64-17-5
200-578-6

EINECS No.:

Chemical formula: CoHeO

Molecular weight: 46.07

Viscosity: 1.074 mPa.s,20°C
Melting point: -114°C

Flashing point: 13°C

Density: 0.789g/cm?

pH: 7.0 (10g/l, H,0, 20°C)
Boiling point: 78.4°C

Vapor pressure:

5.8 kpa,20°C

Explosive limit:

3.1-27.7%(V)

Characteristics Specifications Results
Specific Gravity @ 60°F (15.56°C) NMT 0.7962 0.7959
Proof NLT 199.0 199.12
Ethyl Alcohol, % volume NLT 99.5 99.3
Appearance Bright and clear, free from Pass
suspended matter

Order Characteristic ethanol Pass
Water, wt. % 0.7 max 0.6
Color, Pt-Co 0.0 Pass
Chloride (mg/L) 1 max 0.02
Inorganic Sulfate (mg/kg) 1 max 0.0
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INCI name : Propylene Glycol

Product Name:

Product Specification

Propylens Clycol - meets USP testing specifications

Product Number: P4347 OH
CAS Number: 57-55-6

Formula: C3H802 )\/OH
Formula Weight: 76.09 g/mol H3C

TEST Specification

Identity Pass

Specific Gravity 1.035 - 1.037

Acidity < 0.20 mi

Water (by Karl Fischer) <02 %

Residue on Ignition < 35mg

Chloride Content < 0.007 %

Suffate < 0.006 %

Heavy Metd <\ & ppm

Residual Solvents Testing Meets Requirements
Assay > 005 %
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INCI name : Hamamelis Virginiana (Witch Hazel) Leaf Extract

CERTIFICATE OF ANALYSIS

Product Name

WITCH HAZEL HYDROSOL

Botanical Name

Hamamelis virginiana

SPECIFICATIONS

PROPERTIES RESULTS

Appearance Clear colorless to slightly cloudy liquid CONFORMS
Delicate, fresh, herbaceous, slightly

Odour woody aroma CONFORMS
Specific Gravity (g/mL) | 0.980 - 1.020 @ 25°C CONFORMS
Refractive Index 1.300 - 1.350 @ 20°C CONFORMS
pH 4.50-7.00 CONFORMS

i Soluble in water and alcohol; Insoluble in
Solubility fixed oils CONFORMS
HEAVY METAL TESTS SPECIFICATIONS RESULTS
Lead (Pb) na NOT DETECTED
Cadmium (Cd) na NOT DETECTED
Copper (Cu) na NOT DETECTED
Arsenic (As) na NOT DETECTED
Mercury (Hg) na NOT DETECTED
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INCI name : Glycyrrhiza Uralensis (Licorice) Root Extract

COMMON NAME Licorice Root CO2

LATIN NAME Glycyrrhiza uralensis

COUNTRY OF ORIGIN china, Manufactured in the EU

CULTIVATION METHOD Conventional

TYPE CO2 Total Extract / Carrier Oil

EXTRACTION METHOD Super Critical Extraction

PLANT PART Root

USE Body / Skin Care

SPECIFICATIONS (Range)

SPECIFIC GRAVITY @20 C <1gfem’ na
REFRACTIVE INDEX @20 C na no
OPTICAL ROTATION QZO'C na na
PHYSICAL APPEARANCE Viscous/gel-like liquid Conforms
COLOR Brown to reddish Conforms
ODOR ught, sweet, woody Conforms
SOLUBILTY Soluble in fixed oils

SPECIAL USE INSTRUCTIONS

Dilute before use. May require 2entle heating to liquefy.

PRIMARY CONSTITUENTS

Uicoricidin, Licorisoflavan. This product contains 50% MCT Oil {from RSPO certified sustainable

palm).
COMPONENTS RANGE % % COMPONENTS RANGE % %
LICORICIDIN na 73 SUM OF IDENTIFIED ISOFLAVANS >=B85 83
LICORISOFLAVAN A na 2 CONTENT OF ALCOHOL (ETHANOL) 2-4 22
* EU Allergen
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INCI name : Sodium Acrylates Copolymer (and) Lecithin

NameL Lecigel™

Segment Personal care

INCI name Lecithin Sodium Acrylates Copolymer
IUPAC name N/A

CAS numbers N/A

Chemical group Complex lipids

Chemical properties N/A

Physical properties N/A

Appearance Powder Colors | Off-white

INCI Name Sodium Acrylates Copolymer (and) Lecthip

Typical texture Aqueous gels (without olly components), gel-creams,
emulsions.
Richness Sliky and light feed
Appearance Beige powder
Dosage % 01-2%
% of olly phase 0% of oll per % of Lecigel™, ma%x 20% oll (2% Lecigel™)
emuisified
pH Optimum &8, possibie: 4-8 If % Increased
Viscosity Achigved at 7O
Hot process Yes
Cold process Yes
introduction via Yes
ofl phasa
V[ introduction in yes
~ | aguecus phase
® [Nintrocuction at
7| the end of process Yes,
* [ Emuistication step: Yés
*| Agueous phase
*| Introduced into
olly phase
Emuisification step Yes
Oy phasa ntroducad
Into agueous phase
Olly phase Compatibie with all kind of olly phase

Arfinity with medium polarity emolients.

Sun protection

Good with chemical sunfiters.
Limited compatibiiity with Titanium Dioxide and Zinc

N
; Oxide vs Incompatibliity with acrytates.
| Pigments Yes
¥| Peans Yes
o | Bectrolytes Low
~| Axcohols Up to 50% (2% Lecligel™)
~| Glycerols esters Yes
. QOrganic acids Yes
* [ Preservatives No Incompatibiiity known
Surfactants Yes
Comments Introduction of destabiizing agents Is recommended after

gel development
Non-shear sensitive.
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INCI name : Salicylic acid

Certificate of Analysis

Product Name : Salicylic acid
Acidum salicylicum
According to: Ph. Eur.7.0
CAS Number: 69-72-7
Test Units Specifications Results

Physicochemical Characteristics

Appearance white or almest white, complies (A)
crystalline powder or white
or colourless, acicular
crystals.

Solubility slightly seluble in water, complies (A)
sparingly soluble in
methylene chloride.

Identification A ° 158 - 161 159 (A)
Identification B complies complies (A)
Sol. In 95/96% Ethanol complies complies (B)
Colouration of ethanolic sol. Hazen <10,0 <10(B)
Sulfates % <0,0200 0,0160 (B)
Assay % 99,5-100,5 100,5 (B)
Heavy metals (Pb) % <0,0020 <0,0010 (B)
Chlorides % <0,0100 < 0,0050 (B)
Ash sulphated % <0,1000 0,0260 (B)
4-hydroxybenzoic acid % <0,10 0,0360 (B)
4-hydroxyisophthalic acid % <0,0500 0,0240 (B)
Phenol % <0,0100 <0,0060 (B)
Total impurities % <0,20 <0,11 (B)
No other related subst.> 0,05% % complies complies (B)
Loss on drying % <0,50 0,08 (B)
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INCI name : Triethanolamine

Triethanolamine
Product Information
Product Name : Triethanolamine
Molecular Formula 1 CgH sNO;
Molecular Weight : 149.19
CAS No. : 102-71-6
EC No. 1 203-049-8
HS Code 129221310
Shelf Life . 3 years
Technical Specification
Appearance : Clear colourless to pale yellow hygroscopic viscous liquid. turning brown on
exposure to light
Solubility : 1 mL miscible in 1 mL of water
FTIR (Liquid film) : Matches with the standard pattern
Refractive index (n 20/D) : 1.4800 - 1.4900
Density (d 20/4) : 1.120-1.130 g/mL
Chloride (C1) : <=0.0001%
Diethanolamine I <=0.8%
Ethanolamine D <=0.1%
Iron (Fe) 1 <=0.0001%
Lead (Pb) 1 <=0.0001%
Sulphate (SO, ) 1 <=0.001%
Sulphated ash : <=0.005%
Water (K.F.) == 0.2%
Assay (GC/HCI Titration) :99.00 - 102.00%

Risk and Safety Information

WGK g

RTECS : KI.9275000
Flash Point(°F) 49542 °F

Flash Point(°C) ¢ 179°C

Storage Temperature(°C) : Store below 30°C

Transport Information

Marine Pollutant : No

ADR/RID : Not Dangerous Goods
IMDG : Not Dangerous Goods
IATA : Not Dangerous Goods
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INCI name : Methylparaben

methylparaben
Modify Date: 2021-01-23 10:42:42

Common

methylparaben
Name e

CAS Number 07073 Molecular > 147
Weight

Boiling 265.5£13.0°C at76

Densi 1.2+0.1 g/lcm3
nsity glom Point 0 mmHg

Molecular Melting o
Formula CgHgO3 Point 125-128 °C(lit.)
MSDS Flash Point 116.4+£126°C

# Chemical & Physical Properties
Density 1.2+0.1 g/cm3
Boiling Point  265.5+13.0 °C at 760 mmHg
Melting Point  125-128 "C(lit.)
Molecular Formula CgHgO3
Molecular Weight  152.147
Flash Point 116.4+12.6 "C
Exact Mass 152.047348
PSA  46.53000
LogP 1.87
Vapour Pressure  0.0£0.6 mmHg at 25°C
Index of Refraction 1.547
Stability Stable. Incompatible with strong oxidizing agents, strong bases.

Freezing Point 131°C
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INCI name : Tocopherol

Product Name

CAS Number
EINECS

Molecular Weight
Molecular Formula
Storage Temp.

Property

Physical Description
Identification

Specific Optical Rotation
Sulphated Ash
Acidity

Heavy Metals (as Pb)
Lead (Pb)

Arsenic (As)
Cadmium (Cd)
Mercury (Hg)

zZinc (Zn)

Related Substances

Product Specification

DL-alpha-Tocopherol
10191-41-0
233-466-0
|
M AN e, o o,
NN /\/\/'\x/-\/‘\v/\/\ oy
)
430.72
C29H5002
+4°C
Specification

Pale yellow to brown, clear viscous liquid
According to EP, USP
-0.01-+001°

<0.1%

<1.0ml

<10ppm

<2ppm

< 1ppm

< 1ppm

<0.1ppm

<10ppm

Impurity A: < 1.0%

Impurity B: < 1.5%

Impurity C'& D: < 1.0%

Any Other Impurity: < 0.25%
Total Impurities: £ 2.5%

Assay 96.0 - 102.0 % (USP)
Assay 96.0-102.0 % (EP)
Pharmacopoeia Specification(s) EP, USP
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1. INCI name : Alcohol

¢ ;}77@7 4 & 1 ¢ fg(Alcohol) 7 % fGd v pRAemR » i T o M1
AT e RRErR Y e BASHEE R H AP
R ff ¢ o PFERP e fR %t 3 fis(Alcohol dehydrogenase, ADH) & -

B AR A oo NI - H AR F e h P T
A 47 ¢ g (Acetaldehyde) sk & 2% i< o Alcohol 7 ¢ A fE P

Y LR R

€ SABUIAWAAGEFLER S ICAFA R R ARFTO- Y
ﬂ6&&3‘&%D%ﬁﬂf%ﬁ#%%ﬁﬁam‘¢lb%m#

BH 2 LG P B enld % o Schaefer fv Redelmeier (1996) #& ! » #-

HM%m%ﬂﬂfﬁqgaﬂ%wwﬁ%ﬂﬂy g A2 < ¥ 100mg
2 FReofT o ig4p F 3T 1.5ml 2§ 10% (v/v) ¢ fii chiF) - Pendlington

4 (2001) te 6§¢ﬁ$@ﬁ£wkwﬁ% Mg i e I

B E AR 104 RUEEF IS Ao hfind Y #7348

F e end AR L R IFPHE R R 096 B &Y 22 BV RITIC R

73 B TR A ER G 1.3mg/100mle A o @ * 3 B

A BRI i R AEFRE P AR B 0F I s E
WA R R R P kR TR E i L

BRI o2

3 %ﬁiﬁ:ﬁ%j%g%ﬁTﬁEJﬁMﬁ%ﬁiﬁﬁﬁﬁﬂ¢ﬁ
1] PFex ~ B 469 LCsp 18>60000 ppm (114000 mg/m3) » |- & v PR
LDso ¥_8300mg/kg bw °
® A flgtt 2 B AR flgpl !
& P ¢ R ol
& G FIRATH AR oL
® EHHMEIPIHIRFPHEESFTHRLDARRZING LF BHE

(No Observed Adverse Effect Level, NOAEL) = %] 2400 mg /kg bw/day -

BHER P A ROBFTE T ol R E /4 PRI R o P

Blend it gt > Vic E R i BIE M AT ESE A
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& % >3600 mg/kg bw/day ik & T BLEF|F ] GFREiEr o 1
& AP @At

® KERFH I wFREHRRSFLEL ARRFH AHE Bird B
ﬁaﬁ@m%3@ﬁ%@n%ﬁm¢%ﬂﬁ%&”
& FT/AAN ma ;Ek % i¥ 16000 ppm (30400 mg/m3) pF &

BEA T NET o
5T I B FEPEART
cERA AT e ﬁ%«mﬂ’ %‘Miﬂfﬁ;ﬁﬁa g /ﬁﬁ:p B oo g
Fome RPREAGEET it ULARLN S~ § T B
HAFZFRFL oo Ba-LRREIRY L5 EBF V*’l.‘i’ e
ERMemead Bd Pirr FiEH Nt ﬁgbﬂgﬂmo TR
SEDE P ORE o &Y F G Al o7 A R R
Prod S0 B R fEe » 3G B S oSG ¢ 44 P R
fe>E kB  Flt £ R F =4 % 4 (Cosmetic Ingredient Review,
CIR)Z Ru] @ 2y > o % 2R AT F 2. 8 & g >
(EAP: S
* FYTH:
1. SIDS Initial Assessment Report For SIAM 19, ETHANOL. OECD SIDS,
2004.

=y

2. Final report of the safety assessment of Alcohol Denat., including
SD Alcohol 3-A, SD Alcohol 30, SD Alcohol 39, SD Alcohol 39-B, SD
Alcohol 39-C, SD Alcohol 40, SD Alcohol 40-B, and SD Alcohol 40-C,
and the denaturants, Quassin, Brucine sulfate/Brucine, and

Denatonium Benzoate., CIR, 2008.
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2.

INCI name : Propylene Glycol

*

SR BT 84%[ = fig(Propylene Glycol, PG)¥ 7 3 10%:% fi%
(Oleicacid)f= 6%= © A & . # i (Dimethyl isosorbide) e384 73 #| » i
[*Clf ‘ﬁ%*gﬁ*”fm e E L RA RO EBE S - & 24 )
PR ORI FRET SR E57.1% & * £ bR -G
= ¥ e iz vh k2 (Thermal emission decay—Fourier transform
infrared, TED-FTIR)iR| T_ A & & b B @ 3 = fechgd A eifc o i % B¢
PopReh g - R i P30 A4 BRI
WlAads o PN ETELAEERS 071 mme &3 R E 25
AgBiET- PR EXRIERFFL IS A& FIRAT LETE
2o - EREREE M ¥ 1240% 32 2480 3 2 fEenk
BRI A<l mm auER 0 @ % 107 fo% 157 A4 0 f Z R
LR 3¥Amm GVRER o e bmm FR o [ S f ek &
EAR 5 02%° (THBE[ = ﬁ»‘ifw\ EHIR LAY P FRY G
6~7mm ¥ 4 ¢ FliE B A K o
PRI I HEYR omiEE- A& 0 B PR ICR ) BRI
I PR 903t (Intraperitoneal injection, ip)# & 4 %] % 2600 ~ 5200 &
10400 mg/kg PG ° ‘% R AR BN T ) BRI B8 30 S
6 % (M@ APMBHE ] &7 hficd ) & 2600 fr 5200
mg/kg PG = ¢ K % 1| ]“*ﬁ?“ %o Bl V*E&Mfr A¥EH-1A
ﬁffﬁnl%m"'PRLDsol*% 218~239g (5B 72 4 fa) 2 FF » 4R
2 B LK LDso s 20.8g -
BB Pl /RETHE T 22 | £ SKH1 hr/hr /] BI3= % 100% 7 = B
SR TIGEA o B 2 iRF o~ 38 BF '?J %‘\% e gdr e (88
i 03cm3) RIsEP AL R 24 4] PSP
By BRI BBk ARB ﬂ}?ﬁiw f= ﬁ%mi - EREEI
BELZTA (RBALTTAE )% 4PN 1E0.02ml #\ﬁrﬁmﬁ
S BREAREE 2T g BN A4 b B (wheal-and-
flare)F > m A RF 2 L A7 22 ERF o AR éﬂ
B ARBEROP D RBUEOFTAARED ‘Raé“ﬁ”ﬁf‘?fguifu
AEERE T T AR HP - BaF BT AL A% ()T
PR A K ()BT A K L B)2E A AR LR R
(A2 B 7 Pl o !
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EAAE A2 &m’% R[S R AR kA AR kY g
£ 5 10% (-5 5 10g/kg bw/day) &3P 5 5% (#E 5 2.5
QQWWW)éézﬂoﬁﬁNWAR%%%’i*@ﬁ%%ﬁa
F ST o VEEIT | 8 (Heinzbodies)¥ 4 2 # g A E T (4
a ¢ 6-12%: 3.7710.1g/cat/day) 2 H s & R HE B (fw ik
foiz & 50 1“&) 3F £ =% NOAEL = 80 mg/kg bw/day ; LOAEL = 443
mg/kg bw/day -

R At B4 ar 7 4v 100% PG 2.5g/kgbw/day # 5§ 2 & » &
B A R (RHEARP )14 B &) BHE F39 5 2g/ke
bw/week ¥ 4 3#Z% > 2l B A HF P - BE KRR 3

RATR M B2 EfRAE 2 TR T SR g REATEE
FAMA K 30 2% e 52 LM B KB F,E‘Z;?P AR -
BEFHh- B R (0 820 :ﬁiﬁmw%>@ﬁﬂ%ﬁ%M$
(Photopatch test)e #-iEac i — '@ ¥ HF o T 2 EP T B
F 024 | PEIS BT OB 3R RIEEIR 0 - EIRIREIR % 320™400
nm k3% 5J/cm? s UVA #| & B &4 (% * DaavlinUVA ik ) ¥ 7] 10.4
mW/cm? i 5FRR R o BRETIS A B E eiBlEIN A B A 24 o 72
D PEISEF IR o BEARHE b PIREME LB B A Z fF 7
g A 2 RAEATS B EATF ot

ARER I BESSY ARAGADEESF T MBI E LR
FA AT FH TG FWUH P ade 1 BAH A H ;\w«fri\a,ﬂ;mﬂ
(R a & f g ILE (FDA) ~ 4 R fr X B4 Wid 7 +4 € (The Flavor
and Extract Manufacturers Association of the United States, FEMA) 2
PRk R/ Fe RS = # & 7L R € (The Joint
FAO/WHO Expert Committee on Food Additives, JEFCA) %5 7 = fi#
I A in b 2% 2 (Generally Recognized As Safe, GRAS) 4+ /&
A R e “Lr;a & mamw > BB 5 2% (FAO/WHO Expert
Committee, 1974 # ) -

Hu g 25402012 # CR & Ful 2F 87 * it infe® A &
R ﬁiﬁrmﬁlp ek 2l B PR DSmE R S H
8 zi'll,%rriﬂ?} Frp AR c FRAFESF R
k¥ = pR 2|~ B 2 33% > (Generally Recognized As Safe, GRAS )4~
?ﬁﬁ’2m3ﬁ@ﬁaﬂ??ﬂ‘ﬁi@&%ﬂmﬁﬂiﬁaﬁ

FRA Mo Afrd TREES S ENEHL WAl Al

i
\aw (%
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FTAPERT LA PT o

1. Safety Assessment of Propylene Glycol, Tripropylene Glycol, and
PPGs as Used in Cosmetics. International Journal of Toxicology
Vol.31(Supplement 2) 245S-260S, CIR, 2012.

2. Non-clinical safety and pharmacokinetic evaluations of propylene
glycol aerosol in Sprague-Dawley rats and Beagle dogs. Toxicology
Vol. 287, Issues 1-3, Pages 76-90, 5 September, 2011.

3. SIDS Initial Assessment Report For SIAM 11, Propylene glycol.
OECD SIDS, 2001.

4. Cosmetics Info ezt -

https://cosmeticsinfo.org/ingredient/propylene-glycol

28


https://cosmeticsinfo.org/ingredient/propylene-glycol

3.

INCI name : Hamamelis Virginiana (Witch Hazel) Leaf Extract

*

=R e b £ ¥4 (Hamamelis virginiana (witch hazel)) 3 B~ 7 ji= 4 =
AR RS AR S FIp 2 5 B P F NS 4 By o
Ra - FABTREIEA SR B EBE IR LE
d A H SR G jeaetd FIEZ BB K FE 2 3 AR
(S URRN AT F A
A A EHErIR10 1 20g & & WAH ) B s\,;,s E
MIEd (R EE- Hma)e 20 fo 4 (n=2/sex)*s * o 2
¥ ¢ fi% (Hamamelis virginiana (witch hazel) ethanol extract) % 9»;1% (0~
20 ~ 100 & 300 mg/kg)iria ] o 3% X B g e pcE D 0 B 4 10%:0
¥ % (Tannins)feix & + ﬁ;(GaIIic acid) o 12| d A Py (Hard fat) ~ v & 3
(White beeswax)fr#% i & -k = L # (colloidal anhydrous silica)#1 %
o RAAG T RABREETHBE o CRBEALF T
E%’éﬁfééﬁ.%ﬁﬁ%ﬁ?%z W EE 257 e 14 R GFILME
FEREGORING L T ARZD DL - A EL RS F RS
RRHTRAF AT O RRREZFOME R LB TR AR
ewid A3 e R § RIDE 2R & ]“}iaﬁ SRR D X
e %8B 5 48 % NOAEL >300 mg/kg bw -
T A4F #| £ & |2 Sprague Dawley * El(n=5/sex)*s * 7 7 & %i% ¢ fit
FEB$ (020~ 100 & 300 mg/kg/day)xd] » . %‘ 28 % o {2
MG TFUBRBRE LR F BRRF AR L2 5 AR
ZIFEE A FF ANk R P ARED B - 2 i
BT IR R A P RSN E ¢ 4
CEHR o KE FH B B E s & X Bl /sex ¢ A&g:’%’”"-’%‘
THRICE S AR e RSN Y FER LT AT AT 4&%5
FoRSEHTRAF - 2 X5 BEIRE R BREZ
SRR E R A AR BRI DRF (T s "f(r?"”-ﬁrni”ﬁ‘\
SEES B foit ) A% AR EfeREk e p i e T LT 2
Lo ek TR R 2R BRREILREE
NOAEL > 300 mg/kg bw/day.. = & v PR £ %45 # & 100 mg/kg/day
B2 oAFLEETIL B !
AE T B A Bl 5 5% 10% & 45 A JE 5 [ 5
YR &4 & &2 EpiDerm™ Rl % G MEdEe B & B 5P

F-‘- -‘m} %r

£ ﬁ?ﬁ 5

A

Erid

i

7
F

a1-

I
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(5% &%k N # ¥ = Cyclopentasiloxane # )EpiDerm™ 4 77 » 35 ip|
TIgciles 51 o 1 7 5 85%4 &A% Kk 25ul %30 A S8 (7 A $f -
% T %o pE A% (Human Repeat-Insult Patch Test, HRIPT) » i * Finn
chambers #-ip| éﬁ:{v" Frs %%éﬁﬁ (n=11) =% ™ % %3 48 |
o B f “f {6 24 ] FERLZPIREICE B RIS B ALE Dl
i 6.02%@3@5« PR T T LB AR Y AT o BB
e A LY (n=19)hle e R frig R Y 2 2L R
ek & '\Ti]]%% ° u‘—/? Fehkfed X o - r’}:?ikﬂ ERCL
A2 “TRT LA RRART TIERE -
§RACHE AW i 0.45% & 5%#* E 5 P4 - 25.80% & 47 K
AR AR BT RERSY  F Tlpo e RATEE 4 o
AFEFPIRAFEREFEADF T AIPIT L AT AME
BRI HTF %L EWEFES 0 1 F E 3100 pg/plate £ &
WE LB mé_w P BT Ames Bl 0 AdT ek S A o £ K
Bk (ApWERR) BV P NET B HoRMESRY  BH LT
IR T Y EALIR AR A Iy B A
Rl #-3 5.?%1&»;;7}\43’&# (10mg &4 @ 5 #@-k¢ )0.5ml=
W- A TR NIH B(n = 15/sex):HPE 2% » £ T 78
Fo XA RGHERITLHBZPP L RREEDIT S E T LR
Ao BORFEPOBRE LG FREANAHFTL T E A
AER 2 RN RIURF LRGP (WR BT FA2T - IR
12 28p4) e kR o L8870 78 st i
TIHER o % WP ] et R B R P R BT R R
chi B MR 12 % 0 R HT PR
ERCRCD BT IR ’?ﬁrﬁg.&_@fﬁﬁr‘@ (3 HEHPT S50 I
BAeR ) HREAKR D FEE > Fke? gz T2 A% 721 73
R el R AR R -3 L2288 (% 24 {57
F) fo- Beps (% 59 1) 39*7?’3*%’3);3\;?—’1@ PR R L R
R T ABF TR R o
AP IHZTF SNEEWEZEP DA SR EFEFH LSS
W RIEP (%2 17000 pg /ml; 1020 pg/ml & %45 ¥ 554 )
% 3t BALB/c 3T3 w2 » A B kBN A KBS J/em? 7 UVA 7|
o Amai* 872 @* UVA REPIEDZPAEER T HAR

|l
=)
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e

I CAL

ARBEGIRE D - 231 At B R P A ERLRY - BT ‘4
A EGRT ARTIRIGE L 1 P R Bk R
P 4o R 1% & 10 RAN-17-7 fefig e e T RA R Lo de BBk i
Pt @@ B et TR (AEP ) AT ke e,
KHGF AT 6 eI BN R AR LIRS BB AF
FEAMBN2 PR TARE I R R TR RN E 8RS R
2SR RN N R R R RERG R E A A PR MJ
ProEpbESR 0 ¥ 3 X RN MR () £ R4 BT &
kB iR nEE R & (1%, - 5%, #7; 10%, +; 50%, ++ 5 100%, ++) ,
B BOTARR R R &N FEY R LA b s ARG o0

Pex 2 FR FRSEoEHFEE LT L % (Over-the-
Counter, OTC) & f§ ik Al {ris ® 8 5 2 %@ & * £ %45 5 -4
(R pATASBEfRHS) T3 jzache PS4 % 4R 4
S S S

KJ"#\,{,‘

W

1. Safety Assessment of Hamamelis virginiana (Witch Hazel)-Derived
Ingredients as Used in Cosmetics, CIR, 2018.
2. Cosmetics Info & = .

https://cosmeticsinfo.org/ingredient/hamamelis-virginiana-

witch-hazel-leaf-water
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4. INCl name : Glycyrrhiza Uralensis (Licorice) Root Extract

® SvH4F B2 R (ApAEF L in=5) rRkp
¥ % k(756 mg/10 mi/kg) & %k p # FWIF 4 % k(452 mg/10 ml/kg)
P FREBRS o F BB SR T F G 45 mg/kg 4 ¥ S @
(GlycyrrheticAcid) © & 0~1~2~4~6~9 4 12 /| PFjE & # % Jc &
£t & R 151 1B HPLC A 454 .VT:'zﬁfz o A fE KR R R Y
BRIFI Y X p A 3 EER A9 (£ kRS 1.90
+0.40 pg/ml > ¥ 4 Xk 5 1.51+0.91 p g/ml) o A 24 -] PEA P T
+ % =X & (Yamamoto et al. 2003) » z2{+ Wistar * R Z S {s v
JRY B 5B (e R B0 2 5 45mg/kg 4 ¥ # % glycyrrhizin )e
IR # R R (0.3ml)» #5490 24 0] B o Rl Tk Jhq R

4 | pETIak R PR E RT G gk (AUCoas | BF) o et B tRiRI

[ HE=R (B2 24X AR ) DACIRIBEES 8 9 | md

| % 4 (B o v JREE G cnfo A B i ey B X B ent Bl ﬂf\ft’ +

TG AR o R e AR F 9 AUCso24 ] FEAR 12 (& W] G
14.2+ 9.0 pg/ml 4= 12.5+4.9 pg/ml) > &+ )k~ W & 5 1.48+0.86
ug/ml ~ 1.4740.63 pg/ml (Majima et al. 2004) - !

® 4L£MFH LA BHCoRYEFEBS D5 B 2>7.5g/kg> * & IR
LDso & 4 ] i 14.2718.0g/kg 2 B - #4721 % 2 g/kg 51 18a-+ ¥ =
fia $F = & ¥4 Sprague-Dawley + & A R & e 3% 8 £ F 300 B i
iE B J}E % Bl RO T B BT P ] P e iR R TR T
B ILF| 5L e S o in Be YRR S RIS 1Y o SRR Y BE T 0 AL
s 70 mg/kg H X7 & ] & »Hﬁuﬁ‘ﬁﬁrﬁrsﬂuém ik d i
* o A MR E m+j R E TG ELETIA iT* (Isbrucker &
Burdock 2006) -

& ZAF#E 4 1 Kobuke et al. (1985)F 7 i} 4=+ ¥ f& = 4p (Disodium
glycyrrhizin)$f 22 |+ feep |+ B6C3F1 | e (258 o — 4~ LT
MAT g BT o ) Rlang < @t A E 5 0.15% (~375 mg/kg) PR
B B b X dt ok AR L o3%(~750mg/kg) 43I 3 A 0-
0.04 ~ 0.08 ~ 0.15 & 0.3%:Hjk & b * kP 4k & 963k » 5 224
JRE p R BER < 5 0715166 & 229mg/kg, £ PpiE]
EAEER X X5 0-117-217 & 407 mg/kge 4 ¥ # % (Glycyrrhizin)
T IOME A FoT s R RRE 2 F AR

=

L

4’°¥

32



FAZ A GRIHEFR D RHILYF L | SURY 4 X3
E

? Ty E RS e R %'ﬁmﬁ% o3
754 MIBALB/c /| R v RIF A AL FE2 B P o F 2 E B4 (50
100 # 200 mg/kg)x ~ "% 'k o Sprague-Dawley + B (n=15;

6iF &) v FR 5 £ 4 & 2% P~4 (500~1000 ¢ 2000mg/kg bw/day )’
FFOF HRELI L TRHMENESE - LEHRD SR
FHRLRRA RS EP S R %@fﬂ%ﬂ@%'ﬁﬁ S F o R
MoMEfral LR £ 8 E‘_ﬁéi‘%ifﬁﬁiffwﬁ”ﬁ A3
BMEBARLEG ]
UL R ABF WP Y AL DS
Lgm MR AR S B e
FEMAIIN T (FHELL 286%) B3 ¥ » BRRKE
B h &P SR T &% 84 K41 NOAEL> 2000 mg/kg bw/day
(Shinet al. 2008) - !
SR LR RS RAES SR S
%k 3 {2 0 CTFA (2001a) 4% i~ B *275 f# & Earle % @3 % (Earle’s
buffered salt solution, EBSS) ¥ =i 3% P~ F ficdy o 2 5 P~4 % 3T3
# |4 % (Neutral Red, NR)= Jc £ & skt (7Rl ER R B A
1,000 mg/L > 4 35 B4 & 3T3 ¥ M ios e k3 Pk Al
¥z & |4 1F *(NRsg > 1000 mg/L) > fe fié * 5 )/cm? UVA £k *F 385%
PRI mPe & 4 iT% (NRsp=13.2mg/L) - & * EpiDermTM £ &
[LR[FE e 6 )/cm2 UVA RIGEH B 5P fe chs 4 14 i A ohpled v
2F 3l Ac e 3 Pir ke 3 T o A g R 2 KT
2.5%:H XX B p kAR Y 0 B 2l F UVA RE R
T’%gﬁﬁwﬂiﬁﬁ%mﬂ LG X ER ) T
His % 2B FH R CRE el e@hanSmi it * 23 4
WA A e A R A SRR A e &
WEUE G o gttt AH I P PRt S hd RS MM B
EXHHELLHAKEZE - Flt > CR & o] 2B 8%
Glycyrrhiza Glabra (Licorice) Rhizome /Root, Glycyrrhiza Glabra

o

s}
.mH.

—=\

£l

(Licorice) Leaf Extract , Glycyrrhiza Glabra (Licorice) Root, Glycyrrhiza
Glabra (Licorice) Root Extract, Glycyrrhiza Glabra (Licorice) Root Juice,
Glycyrrhiza Glabra (Licorice) Root Powder, Glycyrrhiza Glabra (Licorice)
Root Water, Glycyrrhiza Inflata Root Extract {- Glycyrrhiza Uralensis
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(Licorice) Root Extract — 4k = 33% 2 (Generally Recognized as Safe,

GRAS) » ¥ & 2% (Ti g 52 A o2

1. Safety Assessment of Glycyrrhiza Glabra (Licorice) Rhizome/root,
Glycyrrhiza Glabra (Licorice) Leaf Extract, Glycyrrhiza Glabra
(Licorice) Root, Glycyrrhiza Glabra (Licorice) Root Extract,
Glycyrrhiza Glabra (Licorice) Root Juice, Glycyrrhiza Glabra
(Licorice) Root Powder, Glycyrrhiza Glabra (Licorice) Root Water,
Glycyrrhiza Inflata Root Extract, and Glycyrrhiza Uralensis (Licorice)
Root Extract. Final Report of the Cosmetic Ingredient Review
Expert Panel, CIR, 2008.

2. Cosmetics Info 3zt .

https://cosmeticsinfo.org/ingredient/glycyrrhiza-uralensis-

licorice-root-extract

3. Assessment report on Glycyrrhiza glabra L. and/or Glycyrrhiza
inflata Bat. and/or Glycyrrhiza uralensis Fisch., radix. Committee
on Herbal Medicinal Products, European Medicines Agency,
2013.
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5.

INCI name : Sodium Acrylates Copolymer

*

5648 U EAE e 5 Bl K 55775mg i Tﬁﬁ&
fin £ ® 4 (Acrylates Copolymer) » ¥ & 7 A3 “TF f& ¥ fiaz Methyl
methacrylate fr3 % i ¢ fig (Ethylacrylate) iz 2 B & & B4 5 ik
7 MC s E N o EMEME A 0.17 uCi/mg) o g A 5
AAeid 7 X ek iR ek i RS EREE S Tk BB AT TR
Akt o ¥ eb 9 B iR K B AL H v RAE aiplR g
o BEANS 138 14X EH3 LR Tt EREA o B
ARG F IS R5 X P o St T B R AW 90% s * R E o
R A A8 ] PEES 0 BT Y T ORIFALE 97% T o SR P BT
iR EH1(0.0092%) ik i fr e s ¢ rmwﬂnt kR kD oy
BE 2 Bl HEFAR Y ‘*’/‘{’ F oA 5] 0.02%E A0
B Al 8 N T i e frande TR g Wig P gget o = o 4
&2 {r 4 & ¥pl2 Sprague-Dawley ~ Sl i F 470 % 13 X 5 ik
fin & B4 (175 [ 47 fia Methylacrylate~ ™ Jh 5 % f& 7 fiz Methyl
methacrylate {= ™ L 3 5 f& Methacrylicacid % > R & & R4 ; #l
ARM ) RisLS HAEE %Q:ET'I“.*_#%?’U SRIEH R (F L8 F 10
uCi; B A @R A FH s At (7 YCHRie ) o - b B
Bois— R BEE24 ) PR ¥V - B A T2 PRRLES Bl
EEY 10R 0 e RRfrE T o AMAKE LLEE 72 ) R
A% T L I £ 0 » BARR P wTI 0 LG st (< 0.1%) 0
Aol ) F i TR < 0.01% 0 X2 A arn stk R
P 1 PR o L
AA A iR R AR 0 1T LDso B1>16g/kg( £ A )
>16ml/kg (A § )~>9g/kg (A & )~9g/kg (* B A K )~>52mg/L
(FR)e e H/AFRERIFCHEA|rr JREFLEG T IR
LDso>5g/kg “ME& M F M ¢ /[ k4¢3 (Ethylene/Acrylic acid
Copolymer)aﬂL1 Uev PR LDsp & 41.5ml/kge - sEE M~
BB G/A GRS FRR K6 £ R 2
g o IR e/ 8 RER/P RS KPR
(Acetate/Maleate/Acrylate Copolymer solution) 1 d. + 5 A LDsp o=
Bl v LDso>5g/kg o ¥13 ~ B> R [ s ik (Polyacrylic acid){r & 3 5
fix 4 (Sodium Polyacrylate)si7v PR LDso &4 %] 5 2.5 fv>40g/kg; &
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M4 B w5 034 f02.59 mi/kg o !
MBI R Y T F 9 227%0 G s RS (T2 AR
e fafrp FEe R 2R E X RS ) PR R EFREK KA
48z qrd Grpp L 263 o @ % BB ER 3 50~ 125 fr
250 mg dry copolymer/kg bw/day > 4p % >+ 200 ~ 500 f= 1000 mg test
material/kgbw/day ° 4 & 22t fo 4 Eepdh il o L R e LT 7%
foHBefog BB eos 3 bapd{e3 Lrpt i h i
B R A GER SRR 3 R AR 0 3 A E B il
TR PP LB AR 12GFEF NP EL AR WA 2
¢ R it ol A e MO R B i R gup it R 4
ME R BB R L R T R CHfo+ R/ 7 ;P”f]lm
AL ER A RRG ER N ERREM T AHEMKET LT
BEIAE - HEEREERNG uvﬁ # 128 F & > NOAEL A Fx %
% 250 mg dry copolymer/kg bw/day -
A Tl ROl s e A B E A E TR LY 0BG R
ok Bt m IR Tt o e ¥ - FREEFLY 0 72 FRF
BT - B MY kD B U P oo E chlome B
47 - RGEF L 5% G fn £ R AR J\/p/&xw%ﬁ%
% =@ BL 3% 5% (Repeated Insult Patch Test, RIPT)® # 7 2_{1
FOH| o G iR RIGEY 0 30%FIMP F FLg = R 5 2 2
fl o -2 100% FIRE [ phfig = B4 083 15%% (K3 ik & 25% ik
AR s T H_IRATH| o %ﬁr%m?‘&ﬁ ‘ﬁﬁ’xﬁ}l\ 4 50 &% F:é'ﬂ XA A
Pl & Ragid o !
;z:;g%,]g_ DRt A @f;;%#\’éiw%ﬁ G e fin £ R R o
7E4 AL B v PRA 3 £ 4500 £ 90000 Da & 5 Tﬁf&é}?‘(Sodlum
Polyacrylate)™ 3 ¥ ABLZF|4 s34 Prcfged B v RAT T - H ¢ M
P s Ry (T2 7 KA FRY fafep e oz 2R E £
BA ) ~ ATk 110 ot i) “}?IF et potir b o RS Rk p o
BHAFPRAREEFRFE A% - Y o B 20 £ A
Wistar ¥+~ &l 424 % 6 = 1 % 15 X 44 3 0~ 500 £ 2000 mg
dry copolymer/kgbw/day » ¥ & dEdk % 19 X fRfdrde ~ Bl o A% =
BFET P10 LA feald gl £ AdERF 61 18 X X 4P
A& aigsk 0 ¥ AadEdk % 29 TR A RHAAFP R AN

_%.:kt&,ﬁ‘?{ ’ ji_‘z’ ﬁif,f' ]:F ]\: - ll};}'f'ff‘mi }EE“";’??‘EZE%KQ ]";LJ‘

v 4; =
L
[T
~

wb‘y

+

17

~=
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Bl frd 3+ ¢ » # f{c?5 820 NOAEL 32 5 2000 mg dry copolymer/kg
bw/day - !

Ay AR AL TR BRFR RA LA FERE
WA (2B ) mi 1255 X RWIMBEF > 2 IR
MR R e R o gt b s 3B g RIER (pulmonary function testing,
PFT) % 2% i 5 chB ¥ o1

R 2EF# 0 pF< 24582 | ¢ (Scientific Committee on
Consumer Safety, SCCS)TI.%%" z "ffﬁ/ﬁ ’fv ik fia &= R 4~ (Styrene/Acrylates
copolymer) f= ¥ ¢ ’fs /P ’fﬁ it 4 & R 4 (Sodium styrene/Acrylates
copolymer) 2 sk H44L # >t bk it b pF Ak < R R % 28 4
LR T RILEETIE Lok S FETH 5 0.06% o 2

S

\\x»

=

Amended Safety Assessment of Acrylates Copolymers as Used in
Cosmetics, CIR,2019.
2. SCCS OPINION on Styrene/Acrylates copolymer (nano) and

Sodium styrene/Acrylates copolymer (nano), 2018.

37



6.

® FiEEI M- 248 L {r48 & ¥p SPF Wistar + Bl 4k &
&

INCI name : Lecithin

¢ AP F G 8 pAdEREE Y o v IR 500 mg BTy ik SRR
(Phosphatidylserine) » i 5 = & “F gk %o B Pq fi% 55 "% fk % & (Soy

2=

Lecithin Phosphatidylserine Capsules) i 3% :ﬁﬁﬁ gk SRPLYE B
i ﬁf{.ﬁ,&g@ﬂ% KR 3.95% 0 @ F B EETfESOREE G B '3]{7/%’-’&1 e
1.8%~2.2% o 1

® LI REkp 2 <5 kg F (Phospholipids From
Bovine Cerebral Cortex, BC-PS)s& 4 v PR 4 4+ 1% X : LD5¢> 5000
mg/kgbw o ¥+ && % ¢ 4% & B £ 1000 mg/kg bw BC-PS 26 i &
& x ¢ 4k E % 1000 mg/kg bw BC-PS £ 1 #3548 2 2§

4%~ B “PRi?5(Soya Lecithin)2 # » @ ¥ o Ak & &l o A 52
AL o E > B EE - X AY 10277 B0k o2
:]@_{rt‘-’pﬁ_ﬂ RenTodegirg e~ £ 4 B 5 1470 4o 2280 mg/kg
bw/day #F5k e frit R L B A A= F R REAME S 5 LG
Pl E L g £ R o L AR et o R e a4
v .*é?é‘. Bl Ao @b rafRbf on pFiiEipin BF
TE I SRR e Tt o Bz ElP %‘Jaﬂ%gﬁliﬁimig
feo §F BRSO s £ g e o %5&%3&%?%% AR A R A
SOAR L e S R R L S W e R T RO L G Mo

T
4}3}

€ A R/ RATHE C 65% PR R R e E T 2.25% 0

3.0% (65%“F R4 g) A S ¥ R i kg T PR B Dol BN 4R 1 ]
77 0.83%“PHi qda & (11 25%iE (TRIFE )T 2 B ¢ X el

% Draize RIFFY > 7 PRE 7 THF R & Dt o 2TR% T
FFET P 0 G 03% 3% PR (65% PR B R) Y 7 F 0.83%
PRET A R T 8 (12 0.5%R]E) fo P By g A e B e A
FaER g 3T 2E7 Flenlesm § BRI S L nFr o ibdr
@&’-’é,(Hydrogenated Lecithin) 7 E_f1jEd - 2 25 & i “Pgi?q 1 15%
L R FRATH UL ¢ § T 3% PR, (65% P ARG I i ) I i
77 0.1%°FPHE7(65%“F /i g% ik ) gL ¥ v 7 7 0.3%“PFi " (65%
RS RS RIETD RAT o VPR AL K e Bl G Tt o 2

® 4mAMI-FAFAEEBFTET 0 & X 450mg/kg bw/day
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S e SOORPL R SRR T ’i»”ﬁ LR SR A AR RS G R = AL
NOAEL % 150 mg/kg bw/day -
Rgld 1 25 S epdd-k 2 & (Buffalo rats) 8 =t /2 84 0.2 mL 4-#F FL rE it
1-% i* $ (4-nitroquinoline 1-oxide)s70.25% & & 4~ (- 10% “F #4757k
B ) EAAEE 10mg . FFEAFILE 015 &+ B AP
i B & P KR S 8% 20 = 0 K2 LA 264 3 329 X {8
AR o L AR eEk 1-F /PR Y AR A # 264 R
FEN25 §RY 5 19 EHFRE G R V3 11 b f fﬁf”‘frz
Bl g MR By e Bd SRR R P 13/15 3 E < BP0 L
IR T e o 1
FRIP/RIFE IR I PHMREFPIRRIEEFT T (A
QR BRI R U RS R T e
F1 R %3 % ~ HELAS3 'm®s UDS &8 *} ;2B foflp v vt 8% ) i
P %Efr # @3 M ¥ (Heywood et al., 1987) - 2
FH0 7T 03%PHEy (85% P HER iR R ) s & e A ME R R

¢ J R ATE] o B A 5 FL1IB % 4B~ %7 Bfc% 10 BA ERE
BAeges R RIS o R R G 12 3t ik BT h AR IR (360 nm
g ) T L A4 e kRIS 48 | PRRITRATE F s BT A
L fri it 7 g4 7y (Hydrogenated Lecithin, &~ k¥ 3 £353%
15%) fet Mg VLG B PN KA ot
AREGISRE - L e foicd WA R3 R T T S B
Afs DR ed @ ab:u» e oo i RS 424k~ E (ipratropium
bromide inhaler)2 =t & » ® % = 18 > @ AL N DIReERE
BAe 2 DB RS o T oA BB ER 48 PPN T e X 2 PR
ARG B - AR AR EERT LR oL
Hu % 2B TR ERS SAcE S LA Rrhig 7~ 2 38 it s
% 2 (Generally Recognized as Safe, GRAS) crf» i 8 » “rgiiig frd it
PRAETR T DM B CIR B o] EanTR o ANk E B % 2
g0 CIR B Fu] e -9Pgiiafod 1 PR e d ik & 5 ¥ enié & P4

= <15%:0k R o CIR B Fo] fodp 4y 0 2 Pmiig iy [TRR T AL € 3 58
Hu S M BA RS 52 Al CRE Fu) mAa s
ARG Afclicdp st L B e WA 2 mend 2o o2 & B
Jos o CIR B Rl linh 0 ¢ F PR rd PR eni R e B
AT A b oA FL B (Nitrate) & H s I A i F| (other nitrosating
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agents)eiy &7 ¥ av § A 2 I A ¥%(Nitrosoamines) o 3

* T

1.

Safety Assessment of Lecithin and Other Phosphoglycerides as
Used in Cosmetics. International Journal of Toxicology Vol. 39
(Supplement 2) 55-25S, CIR, 2020.

Safety and efficacy of lecithins for all animal species. EFSA Panel
on Additives and Products or Substances used in Animal Feed
(FEEDAP), EFSA Journal 14(8), 4561, 2016.

Cosmetics Info Az -

https://cosmeticsinfo.org/ingredient/lecithin
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7.

INCI name : Salicylic acid

*

FPd 4B Rp v PREE LMY ﬁvﬂz:}f;t’ B or o MRk g e S
Bk LB R P RL B B2 Y 5 e (Glycine) % & > A, 2 F By
(Glucuronides)» &% #-v i § v LA F @ ﬁﬁz(Hydroxybenzoic acids) e
AFEC RIS R AT P AR S z’v’vﬂj;‘ T AR HEee
o Tk A R e P,,;—fr—\ 5 e t’ ° +W—",ﬁ—fr%?‘;§t‘
FRFRAE (AR ) G 50%”80%m71\f§ﬁfrﬁlfi?v E
F5 e o

EASYC I A RGeS KPRV EERE ) Bk &
E G R e o R AP R S S SR e i Franz Fh4 z%ﬁff’%—fi
500450 um 7¥ AL iE TG o PlRER D IR B E G R C ZAE k2
& f -9 fok + i (Gentamicin sulfate) s = « #-2 § -KF AL (¥ 3%
W/V) e Rk (101) AR R B A A & 24 ) PFoid iE 8 =
A A “f@fﬂ_ﬁé’ﬁi FR ORISR EA BRI S Ypo
BORAR S A TS BT s A A B R B R KPR A A

B A feiplzkin ) hd Feofod L 34.48%+2.56 (n = 6) 0 v T 4
99.28%+4.31° # + ( -k 4§ f& Salicylic acid ~ -k #§ fa 40 Sodium salicylate
fe-k i ph = ¢ fEi= TEASalicylate ) ~ & & B (Ck#pe )~ ~ & (K
Fe 7 fia Methyl salicylate ~ -k ff e fe-k A2 = & F %)~ g ORI
ZepiE) s CkPRz ¢ o) o+ (CRPR) amip 54
STl 0 B or U T A ST S e R S Rt o
TP At 08 (Blde» o>k ) 20 F L K Apt o LIA K o
e % 0 X G U0%E VR PR BT T AA R P c1EN T TR
A RBEEOFREERE  JFEFL2HE LR ¢ (Scientific
Committee on Consumer Safety, SCCS): & i -k o e & s jc ¥ &
60% o 2

Ed o & B K BRI 3 Ba(Butyloctyl salicylate) ~ 7k
B« ¥ fia (Methyl salicylate) ~ -k f f& -k 4§ f& + = = 2L fig (Tridecyl
salicylate)p# » #7 3 B2 o1 £ 15 /L LDsos>2g/kg et + Bl v JR-K A fa e
LDso % 400~3700 mg/kg  ~ Bl v PR Z F B i 2% K 1§ ik WA 7 LDso
% 10~20g/kg > 4B § >t 4 B 12007400 mg/kgbw o B4 HEP > ok
1 Ba4p (Sodium salicylate) & ¢ @ 7 F eniv JRIR 7 H £ e A ¢ H3t
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420%30g ‘L - BRGIVENL BE (L 130gF P T F)
3 ERRK 1S % (Goodman & Gilman > 2006) ° 3 & 11 T 52 ¥
KPR B PR fE R T A A o2
TAHES M ABHE S 120 mg/kgbw/day -k 15 AL Bl T
ARF L PEFTRBARIEET AFRIELF B TE
TR RES xR Y BFcni e JRE BT 0 200 =
M 12 200 mg/kg bw/day )k & PR * ¢ fig-k 45 f4 (Acetylsalicylic acid)
BR R kR R Jrﬁﬁ:sf_#ﬁ W R G REE A Y o A AgEY s
w 12724 PR EBE S AR B CIRES 10g L SRR D
(Salicylates) P& » BgIRF M iF* o A X HgP » @A K S5 42 fk
- M;rrx FAFEAR TR R ET ’:,gvféf ;ﬁﬂmﬁ« %
T A Ay o B RPREF TS e RS AR T T i
g Tl AT L K xdea A4 F (b 'k (Galea & Goel, 1989;
Chiaretti et al., 1997) - 2
RO HIH Mk ) 05g KRR Tk tk e 1 Saels 2 8
PRt e @ v 4 6.25cm%enm fF F Tt 0.5 ml B RER L AR
BOS S TIRIGERS 4 L P BpbR 41 1524548 {072 ) FEN
2R BT 10 e 14 TR B A F o A% TG RE - o
PEZMPATRRE Yo AR ars  IREA ez L KK
B FPL Ak € flpd F AR o2
PR P ot (@ % %7 0>t Draize Test (A X 325/ 4 F BLR sk ) n
TR R & RIS o BRI LY o R g 5]
AL P & e BH'J;‘;& A S I We BT 353 4 24 ) PF - 48
| PEfe 72 ] PF A W) 5 51.5 ~ 40.3 47 38.7 © ¢k > { Draize Test F%
A e < i ¥ fm KPR AR B T w521 AP T
RF PRI 0 & e $ 90 Draize 34 A W G 54.1 {103 02
A RATH T % 53 3 2% kPR BB E T oA ME BTl
ff«iﬁééﬁﬁéﬁﬁ%?ﬁ? PR AR R g alAs L K AT R S
IR ATH] o
AR EE 2PELR € (SCCS)ILE R PRA £ 4 Mo
2
FBA P A St s 8L R ¢ (SCIENTIFIC COMMITTEE
ON COSMETIC PRODUCTS AND NON-FOOD PRODUCTS, SCCNFP)i£ {7
ik %I ¢ o R E K MoS BF 44 o1 NOAEL 5 75 mg/kg
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¢

bW/dav’;i Bk p HORIFEA o BRI s R fa KRR

BT A R U JRRG P o fRBIFEARR 0 C RS R
&'T&Eﬁ?ﬁ&mﬂ Pl (blde t 424 % 8 3 14 % ~4xdk % 9 v
11 % > NdEde% 7 12 17 % ) B3 X REp v pRAE 757500
mg/kg ° ‘&% B % i 75 mg/kg bw/day ki FE IR F R [
e o AGE A E BRI 2w ) (F R A) %‘5" )~
Eofefo A = o pboh s F BTG M ARG A STk T kP
fez #7F ¥ * kB bRl ) Bcdy 0 B8 S0%A KTl o o A
PHE 2AE LR §(SCCS)H & B f i o 12
RRBM D L OECDAT6 A ¥ » BE M kM ? §FER% -
% OECDA473 45 @ » ks * § HRL I Mg 5 o2
fz:}g'w]:%_: Hipd B3 PEEES el Rigpia- & ﬂ#; W ;;uﬁz

%i%‘?i ﬁ £ (SCCS )R KR ~ 7 i A 3Rpdr o

kM GEWF :,; 2 AR §(SCCS)BEHE 4= Bl i 4 5k

'Lr{ %?é»éq\, GREGm A A g9RER o 2 SCCS ¢ g
FhRR*FEIRS (Pl fks) T3 P SRR % o
SCCS 7o m 1345 F L A (A #fe | BU) PREFEES & 5 % Tl
AR [ R o 2

hud

“iiﬁ?ﬁ:ﬁ%ORéﬁdﬁﬁﬁﬁ’$§ﬁag§ﬁ#m
g (@ &k PPk = ¢ = TEA-salicylate) e >+ 2 d CIR & 7o
ﬂ?4?r°%m’ﬁ%ORﬁﬁﬁﬁ’@?¢§ﬁ;a§ww;
PRESAEAPr FHERCR S F A2 FY s o )e
2003 # > CIR & ] 2325 7 #EHs T @0 8%  KIPR= ¢ fF
frd BORPRR AR LA K PR AR £ 2 AT
AL e L F S R A s R T 6 e R R
TH AR T RP G AP ¥ PE 2019 & > CR & Ro] it 7 £ AT
o T ARG CRE R 2@ 8% FR R
Tl ps H}?F‘Mf‘ﬂ kPR A (¢ kiR 2 ¢ f iR TEA-
salicylate/"k i = ¥ ¥ Trolamine salicylate) % p % i bE & * jk
BY & reho3

$4FH

1. Amended Safety Assessment of Salicylic Acid and Salicylates as
Used in Cosmetics, CIR, 2019.
2.  SCCS OPINION on salicylic acid (CAS 69-72-7) Submission I, 2019.

3. Cosmetics Info =k @
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8.

https://www.cosmeticsinfo.org/ingredients/salicylic-acid/

INCI name : Triethanolamine

*

AT A A kAR (7 2 ¢ iR *%(Triethanolamine)
ke @ (of/w) Fird Ee iy o Y 1%= ¢ g vRfe S%H fa ik
(Stearic acid)/? 2 & * 5%= ¢ fgiRfc 10.5%H "a A @ & 510k 0 i
FugepH EA W5 8082 FIL 7 F = ¢ iRMeT & 5% o7 pH
i 700 FIRp® pH EE 7.0 iR o FEBIEERE Y 3
mg/em? ek Bt ST K 24 ) BF 0 R B A K oo 5 0.64cm? o
2@ pHIES 8 24 | PRI EFHfofc €% pH E 3
7.0 R 524 fo 72 ) PRI B S frsofT 0 24 ) P L K RS
FAE A T2 PRSI G c F pH B 8 cFtik 0 1%fr 5%
ZUBIRSCRZFOFEFRAF AT E A FAR o pHE
57 Pz o miRER G A%iR o b ik 24 ) e 72 0] P
PE o LB EIEB S F 0] A B L PMF LB - % 5%F %  pH
7z e pRh ek L RRE T LR 24 | By e 0
2] PEET YT o B BB [MCIP R ¢ enz 2 R v ag T
ERRSN ST RLE RERES S e £ GE o
2 ] PEN R AB%N56% 0 & ATz L RN o
JBRARMS Z e iR N B RSB R AR e s B
19% ~28% 13l £ & 72 ] PER AR o > 13%~24%H £ Bk ¢
Wi & ARGz ¢ R A BT JREEFY Y

ZUPERAT B P T 2 IR R e o g iR N

ERF it 68435 BRFEZ BRIl EERS L
4 [ PERBPREYT ’%91.8%fr 88.1% A #-ff = ¢ fif 15 * 3t 3
LR BRI SR R Rz Rk R RS 28/kg it B
oo e e 24 ] PERN OB IR ﬂrili,éljifm"?g%_o X %Rt &
Bl o @imenT REB I P o AT ERP KAz o oz
LDso & 8g/kg [P ifit i} i3 ik ¥ 2 & f9%ih LDso 5 1.4 7.0
g/kg ° * R A= ¢ fhrmshr JR LDso 458 5 4.19~11.26g/kg ° *
EAHEF LT 4obd CIRSE o] B ¥ = ¢ fRieg > P frif
10 §% £ EE X(5 3 /)% 2 o foR 8 g/kg o £ 1THP Y

F_&

il
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(closed-patch)it & B i#k® 2 4 AT » 973 X L R A% 17 =
;*—ggg,pz,h =, ng‘j}.x, %’» I 3;11‘ B ‘R-T—fp%";;ﬁjf o b — I8 pﬁp 13 iF
FFEE P o M7 3 0.1% ~0.15% 2 1.5%= ¢ figvead FAp S 2 1
mg/kg & % 3 & 12 ﬁu—akm’éb‘*fs’f”%'l PE S A A o
- EE RN KA o REI A G
Vg A l““é_#‘p b- T AW 6B AT A B A 2
e pRie 1 ) PE/E (S R /i) 6.5% 2 ¢ fRRA R %ﬁ%‘%ﬂ% M
oo kim0 @ F 13%h= T FRARE R FFURACY 1RAL G R H
4 I o Bk Blenk 7J<;,].\4c 14mg/L = ¢ % SR % 13%=
T PR G Bavd pivr o A5 2% F 7 > ;:z,.;\ﬁ»:rgmg z
Feie (¥R ABP ) S 4 %% 3 B6C3FL | R{rF344 < & » ¥ 5
% o) Blenz o fRres B EE ARG 0214043084169 {r 3.37
g/kg» ~ Hehz ¢ iy * A E kA& & 0.14-0.28~0.56 ~ 1.13 fr
2.25g/kg > o * IR E AL LS R F L S ok E
AR ® L B A it B9 A iR B TR % o 1 1395 OECD
411 &7 &z;ﬁi AT F PEEsk4e it NOAEL : 250 mg/kg bw/day o
AA[FT A AERY 1427100131619 % > #-F
0.1%~0.15%%% 1.5%= ¢ ﬁ%%fﬁ#@%i’?d%%“@?q’f 320 BdEdR & B
Fled o BIRE $ 20 X B 2 BRARTIHE T HE - #%05g/ke
por (R ARP) 5z e ﬁ%’;@ﬁ;; % fzeltforpit F344 + (¥
e ks AR feE 101k & X5 % 1.8ml/kg > I i B R
AR ARBHFLRAL T AR LA BEARE B
CD-1 ] B* X pR* 2g/kg = ¢ Fii% > Mk & 3.6mL/kg> X7 BZ
HERIED -0
A Tk 0 A 250 3 2000 mg/kgbw th= o R ief A s R &R £
4000 mg/kgbw = & fiEie » b B MR L BEIIL K (g0 TR

SR E BT FEA R A 4o A M4 o A B¢ 5 3412571000 mg/kg bw
£9Z L R YR[ kA R & 2000 mg/kg bw ch= ¢ g taess k3t & &l 13
RGNS TSI O P =S EN ) A
r= e ﬁ%”*ﬁﬁ**’ff‘ B A A B R TP e A
U A - ARATH|

RN A F1H 1L G 0 Ames 3%~ & FIE T 3R A
® FF S (rec-assay) ~ N BNEE G E L F H R AR - 4

W ER o B%Y 2 iR TS Y S

b

s

N

AT

[
Tﬁ F

RR ¥
rﬂzvt
¥
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1
RApIL: s 2 & g fopiiar 7 o s foepid ) Bz o
A vied £k & 4 W3 iE 1000 fr 2000 mg/kg bw/day > z& {3 frepis
< Blehz ¢ gy £k R A W% iE 125 v 250 mg/ bw/day - {7 4
BHAD AL Bk B 4 > 4 2 o RV Rl K
k-‘fﬁvm?’ﬁ% ) FRTIRIE ] BT e OB o O e B ROR TS
- B AT BT e U e s §“5’5i‘g4c 3
BV A RO Yy 0 T R L BRI ORI g R gy o 1395
Ao Bedh o RIS © MR AET 8 B PR S RS R ) BRI o
1
A% 2BFH 05 CR & Fol e § 5362 ¢ i
(Triethanolamine) ~ = ¢ p% %% (Diethanolamine) f= ¢ p} %=
(Ethanolamine)&% 2 |+ 21983 £ CIR & Fo| 23 7 #1 5 ficdp &
FhEgsk 0 ﬁjjmz:\ - C ﬁjgzaf,;ﬂfr-a ﬁjgaz?* E ARl SET K g r_;:%fr
B RUSHKAR Ao AR R RSB A EEA &
EHELREFOEEY > = @iR{rs ¢ iRk R 7 ORAZE
5% ¢ ﬁga@)ﬁgjfiw Ao E A Fo = T ﬁj‘g}ii’yfp; z ﬁgui;z )i %’;geﬁ
N- 27 & v & (N-nitrosating agent)& & 57 > 1L fp b A5 20 F 5y RFpen
7 A =(Nitrosamines) ° 2

£ T

7

1. Safety Assessment of Triethanolamine and Triethanolamine-
Containing Ingredients as Used in Cosmetics. International Journal
of Toxicology 32 (Supplement 1) 59S-83S, CIR, 2013.

2. Cosmetics Info 4 =t -

https://cosmeticsinfo.org/ingredient/triethanolamine

3. Triethanolamin EC-Safety Data Sheet, 2019.
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9.

INCI name : Methylparaben

*

EwofT L RlEEE R AT 0.1%-2% > Methylparaben #3354 ¥ 7 B
T HEAFUMARTHEAT R R A EEAR
(0.37-0.91 cm/hx10%) e B & & (1.17-1.76 cm/hx104) ® 7% 3% %
Bt Epin ot
LA M X RAMCIRE M LDsp + 3t 5600 mg/kg @ f® B & <
Jev g ATET RS AR AR A ATy oML BT LAY
PET fino AE <2 165mg/kg € WAFIIAC R F A A ~fort e B
W AMRSAATHE LA 333mg/kg A < HA TR sE A0
500 mg/kg bw o 12
S P <J ca #\ﬁ?ﬁm Methylparaben %3 Zl_\ffp ﬁ’rx“ fia *2 Draize
Bl 4 BAF R 01 mL i Eg A F T B P AR
RE 241 BBl & {ljdpdcs 067 %P-ra.«ﬂifp = p
i ot
P BT okt ¢ % 0.1mL 0.20%:%F 25 AL 5 0 FE T figiF ~ A PR o Bt
RIFERT HEAF R MAFERCTEE LD o M
Pl end & L AR EH L0 0 0.1%% 02%H 5 A ¥ 7 i f;
BEZBRY AP 2 g4 3 fot & R T .
2
ARERA GHA A FIR o~ W AF R g HEEAFT
Pap fafrdt s A 3 " B g (0.1% &2 B K¢ )L T LT Ay
FHE T LB E 350 £ 3(10 i Ef) o B AT A
FOR AR EEPEAF o §F 0.1%3 0.8%:h— A& A Yt
YO A SO (¢ TR YT O M SRR Y R
Cfe HEAFTRA IrHEAFT R P)OA AR EFA
B FI e RATRIGE X T BIRE T S A A i ek & R AT 0 23
T EL M T FR‘I&'E‘_-% AR L 24 B forpid £ RS
77 02 8% AT T RLY iy 96 % 0 ke dENEA
b % 1050 mg/kg bw % 5500 mg/kg bw °© NOAEL % 5500 mg/kg
bw/day - 123
iﬁ%%ﬁ/sﬁ@iﬁiﬁiéiﬁ'f&”ﬁa hY R RK
R SR A AT R
Rt 4 ] R« BA Tass A QAP 28R fa il
URAT A ROFE 12
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2

ﬂ\ﬂ

EA 4L D LA A AP e ] R G 4 0.1%2¢ 1.0% 4 i
T ﬁrﬂaﬁfﬂ $‘§VT“F+f**f*W“° B T
1,000 ppm £ 10,000 ppm 4c & 8 iternx B P » i A ¥ 7 BT fig
BREHIFAFTHEEFLR M A%~ 5% S P < ne L mEf
HF O HREM:23% FEFERE -SRI EZF  FTESET
ABEI D LR ek R AUPE BB kR 10,000 ppm > ¥
%é?ﬂﬁﬂmﬁmmMLﬁﬁ1mmmmymmwol

ES N R & m”&t ESREE S Gl Y S S R
BB EA ) H ook o B Y A LY BT A Al ok 1 A
F

et

*kkﬁwmﬁBJ@@ﬁﬁﬁﬁ R4 22 3 F T g R AR
MRS HUR RS M AR F 3T X B S Aok R SRR R4yt s 4
FUORA A RO APHRF s i AR s i LR T R
ek R R BB RISE R e d TR e 4 B R Al
SR TR R O

A HEHTF 01%0.8% I AF T LT fig ~ HEAF T RKP
ﬁﬁdﬁﬁéiiﬂﬁﬂ&méwwﬁgﬁ%ﬁwﬁ#%%ﬁW$
2 ERP B R R RS o2

ARG LSRR T Mfia et 50 fREE AN Y 5.7410>
12 fr 15% %25 5L % m“%pﬁ_mﬂm4%%*5%@$ﬁ%’
T RIS JRR S S% TS AF YR A A § A2 o
AERF kR € AL - BA R Tjre V- 50 L FEE L EE R
PIpspbids » B % T @ AL RATF Ji o

\*ﬁy

TR

1. Amended Safety Assessment of Parabens as Used in Cosmetics.
International Journal of Toxicology, Vol. 39 (Supplement 1) 55-97S,
CIR, 2020.

2. Safety Assessment of parabens as Used in Cosmetics, CIR, 2018.

3. Final Amended Report on the Safety Assessment of
Methylparaben, Ethylparaben, Propylparaben, Isopropylparaben,
Butylparaben, Isobutylparaben, and Benzylparaben as used in
Cosmetic Products. International Journalof Toxicology, Vol. 27

(Supplement 4) 1-82, 2008.
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10.INCI name : Tocopherol

*

& ¥4 § o R4 5 fe(Tocopherols)fr2 5 = % fi= (Tocotrienols)
SRR RS %P;L TR AT ST A GAN T
BAGfoR#Tlosa oot THLAMfrdpedd ad 2 E
dhi £330 £ 5 ﬁmﬁ v PRA A R oa D-a-2 T (2R
4% E)hxE41* B+ 9E & 54 7 f(all-rac-tocopherol) e 1 o
o-d T BEE PPN R G PSR-t T2 e TR
AR T 2R A BT K frig ke b A MR 2 T At
B =Rl I A @?—‘J" B0 IR 64 % 2y-24 7 e
SAAEERE > T 10 )R 6 R o F B
#.77 200mgP-4 v ~78mgd-4 ¥ s ~133mga-2 ¥ frfr2mg
AT 2o b 012224 fo 48 TR W foiiiR A 0 X A
O0fr 12 | pijcfha e thh - w24 P00 AL THRSY TR
PAREZAL > TP NP R R EFRE fe S A W Ao 24 0]
PEPE > -2 T e AT A e E S fra- it A i B L BF o R
Pog e a & O B 8% o L of 4 4k (Carboxyethyl
hydroxychromans) §= 2 ® f& = A #¥ ¢ %= (Carboxymethylbutyl
hydroxychromans)!

Ao bt | L SKH-1 | R IMA F*%* Smg/em?a-24 5
o 24 | P> I A AP ord TR 62 B 0 B AR 4221 o8
A4 A GLP §2% 3% > 1345 OECD 203 dr#i 4 (Oncorhynchus
mykiss(reported as Salmo gairdneri));® iz & hiz1E 2 448 Dl-a-2 ¥
fi>(CAS: 10191-41-0) & 144 B licdy > % & 96 /| F¥ {8 > LCo/LCso AR
T E>10mg/le 25 Eeplirs B ed o AT EMAR
Ao RERHI LB Lok BN Y 225 -
RTAMERFTHEETAD ] P gL FIG cLHEGHER
PEMNFEEAAERN L R B dfr3 Brpd gl =4
A F AAFRLIEFF - - ERPLRINEHET S
GAFER R FIRLIG 3 R A mmﬁ;@_m@ o f F RIIRIE
P ik i 4 LDso fz 34> 5000 mg/kg bw ©
TAMESF L - FHE KBRS 4 T B BB A (Tocopheryl
Phosphate)sdy o |4 v JRA HF7 7 3R 2 > 224 ferpid < B« NOAEL
@ 4 % 4p % >t 587 fr 643 mg /kg bw/day (Gianello et al., 2007) - %
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M & &fcF %4 B € (Food and Nutrition Board, FNB) {7 4} %2 » & p
M LA AR F IR R B TRk kT P B (REF BM %)
* KM FE T o~ s e NOAELe & Rl i¢ * & 4 #cdp &3 7 LOAEL 3
500 mg /kg bw/day » 1 B ¥ 415 % B 4 < & (DRI, 2011; ERNA
[online]) = 4

AR Dl-o-2 T ® 2 BE S b3k TIRY AR &
3%H 52 4&iR (Local Lymph Node Assay, LLNA) ® 4 jF4g 5 £ 5 ¢
BRACHES o 11998 £ 1 2007 &5 B 4rH 1,814 LR F @70
Tk SREES% 0 11 BIRFH L k? T s (ER & 10%: A
) FHEF B LUEHAFRDL TR F B BIEF BSG
0.66% ° 7 2005 # I 2006 & FF¥d A % 4&ffI1-4 § X1 ¢ (North
American Contact Dermatitis Group, NACDG)%} 4,454 ¢ B % i& {7 9
RIEEP > AAFR e Dlo-2 75 e RS B L S G 0.7% - &
NACDG :#|:#(NACDG patch testing)¥t % > 1 & 2 94| & IR 4p B
NACDG éﬁ%ﬁ@é’z&’ﬁ W\ATK )@mﬁiﬁ ® (2001-2010 # NACDG :&
(7R pEERR TS R 5 0.52%) 0 Dleor2 7 s Ad ¥ L
AR AR B 2R 2 B ATR 0 124 L RE Y 56 L(4.8%)4 2
TG

# @A R EEH Y F 54 15 (The European Chemicals Agency,
ECHA) & Flicdy ? » 2 S s tarf Fr b f oo s ? 23 3 @312 .
D-y-4 T (R 92.6% )i B4 B4 A R A &P & (Chinese
Hamster Ovary, CHO) fw#z ;&2 ® i£{7 1 ;%% > Kk &>t 2.9 {r 14.6
mg/mL (/&% 6.89v34 mM) D-y-2 T 5/ BF > B R BT ILT
Rk p ot EAC

kAR CR & Fel 2ot 11 LB FEFah-Amg Y o
E5 T AEHD 24 R T 02mL 2 T e By (Dla-
tocopheryl acetate)i& (T B s pEiEk T LG kF (LA 4 o1

R T UVB RS 10118 » * 5mgD-a2 7 fis b 3% &JZ SKH-1 )
R15%F > &k >0 ] Bpt > spih o] B 5 147
HAvedg$ o DR AR o B 2 T AR LR TR R f
et AEMBFLR KRG RY 2T IR b B RR S
G e L BT B e '
2] £

%98 % {5t £ 153 X S R4 [ F o1

o
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Safety Assessment of Tocopherols and Tocotrienols as Used in
Cosmetics. International Journal of Toxicology, Vol. 37
(Supplement 2) 615-94S, CIR, 2018.

o-tocopherol Registration Dossier ECHA % | :
https://echa.europa.eu/registration-dossier/-/registered-
dossier/11202/6/2/1

Risk profile Vitamin E . Version date: 28 Jun 2012.

DRI (Dietary Reference Intake for vitamin E). Institute of
Medicine. Food and Nutrition Board. Dietary Reference Intakes:
Vitamin C, Vitamin E, Selenium, and Carotenoids. Washington,
DC: National Academy Press, 2000.
http://ods.od.nih.gov/pdf/factsheets/vitamine.pdf ; see also:

http://www.ianrpubs.unl.edu/pages/publicationD.jsp?publicatio
nld=295
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(11) & &% TLPRE%RF L

R RIER R Y C FrkpH B AP - e HA R
76 RS Rk BRI RIS REFRTE R R 2 LW

:%E:; "‘i,]\igé'%} °

AR Vo 3 R
¢ EHE HDPE
ok P 0> % 10" 3@ % 61
40 C 40 C 40 C 40 C
WGP 75 %RH 75 %RH 75 %RH 75 %RH
HR EITS o X i EITS S X i EITS S X i EIPS S X i
B B RGP B AP Gd RGP 6 ¢ RGP
# R EHEARFR | RERFR| EHKFR | BERFR
pH (at 25 °C) 4.32 4.46 4.38 4.65
AL R (at 25 °C) 17823 mPa-s 16964 mPa-s 16833 mPa-s 17028 mPa-s
g SR A A A 4 A
EOUAE S BI  (ROEE ST |BOEESBI  |RWE BT -
*HIR e BRI | Fas AL Fer A LR e pa LR
2 2 2 2
BB LR LK LR LR
C3/84 3 & 4 (3 &4 (3 &4
$d S 2 ISO/TR 18811 Cosmetics-Guidelines on the stability testing of cosmetics

products,2018. %% 532 2% 2 B AR Z RAEE{T4E X TP R

WRRIAR/P I

A R/P I
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(12) #&2 = PI4R 2

A& L Vo 3 R
A &5 IT23060B
AEQE PP 2023.06.06
¢ EHT HDPE WP 112.06.07
iRl P % Rl % SR
s % IS EES T R TR
2 F¥& <1000 cfu/g P ELARTITE S SR
(<10 cfu/g) |® 3= ¥ 109.07.28 %
BB - G |110.0421 2 F kiR
— é’—-fbﬁ'}irﬂj%fi#%ﬁ:%—z
Bk F % B > 4 ; ), W .
! ! FEIHEET 0 ¢ AR
EX T ERA 3T A a2
9 ¢ &HRF 38 e Kt
(2 ] P 4
wRIA R /P (& & L4 b p o)
A R/P W (% &dse b p o)
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(13) F* &3zt

RIS

¥ A

(Sample Name)

o RS

Bl3# p ¥ (Date Tested): 110.07.01~110.08.05

#% %% 2 (Method Code): #7R% & F ¥ 110.05.13 2 £ 2_ i $F 51 il 3254 3

3% F#4 (Microbial strains)

AYEEE | ABBE | &% TERE | BERH ¢ ATKE | BMF
(Assay Time) | Escherichia | Staphylococcus Pseudomonas Candida Aspergillus
coli aureus aeruginosa albicans brasiliensis
(ATCC 8739) | (ATCC 6538) (ATCC 9027) (ATCC 10231) | (ATCC 16404)
(CFU/g orml) | (CFU/g or ml) (CFU/g or ml) (CFU/g or ml) (CFU/g or ml)
% 0=x 8.8x10° 9.4x10° 8.2x10° 9.7x10* 8.3x10*
5 7= <10 <10 <10 2.4x10? 1.9x103
% 14 = <10 <10 <10 <10 2.6x10?
% 28 ® <10 <10 <10 <10 <10

WRIA R /B

YA R/P Y
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(14) # %
U JE 2 b

F I A R LR R

Eé:%}:?c ° b L/EJ =

A ST L2 A AP

LHT

B dopip
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(15) &7 & &2 ¢ EHT TR

¢ Kt "E AREL
VU TR Ay HDPE 30g
VR LGSR E HDPE 30g
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& 23 T

(16) £ 5% 2> F#

"WERRAY T PAREBREE

%% 2023 &£ 50 FH2ZHE P —lz > 2% F ¢ (Scientific Committee
on Consumer Safety, SCCS) i* #E & = Aa\ BlRE HZ dMEG il % ¥ 12 5%
(SCCS/1647/22) » ik * & ~ i “HEFEFTA K EBEFE o

e L

Tiape 60 kg
B 3n i ALY W
By A i
&P 2/day
VUR BHIGERR Y & 5 ok (cm?) 565

BUJE 2 T 5E Y 5 5 ) S 1.00

= p ﬁ» )i % gi(Eproduct)
gﬁ-« LU E AT R 5 S 2023 £ 5 7 3 F 2 SCCS LR S A A PR
MR 451 % 12 %%(SCCS/1647/22)% 3A > h # B p L

H
%i%%.i —

Estimated Relative | Retention Calculated Calculated
daily daily factor? daily relative
amount amount exposure daily
Product type applied applied! exposure’
gx qx/bw free Eproduct Eproduct /bw
(a/d) (ma/kg (g9/d) (ma/kg
bwy/d) bw/d)
Face cream | 1.54 | 2414 | 1.00 ] 1.54 [ 24.14

—__/
B MoS3E P R *enap A AEBE S 24.14 mg/kg bw/day -

Bar A SRR IVEINEF > e RS BN EERFAEL 0 &

DR S NREX TR T A TERY Y 121“’**%?%’* °
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VU A IW 2259 2 A L MoS Bt E

3-8 & B = & 2 Margin of Safety (MoS) % 2 i#% B 4c™ 4 !

SED= Eproduct (# P & % % & £ )xC/100(fiz > | 4~ +* )xDAp/100( & & > fx &)
MoS= PODsys/SED

SED (mg /kg bw/day) = 2 ¥ % % #| £ ; Eproduct (mg /kg bw/day) = # P L § % % £
C(%) % fle™ 7 A+t 5 DAp(%) 5 & J§ ¥ 4c % ; PODsys — 4% * NOAEL fz & -

SCCS i“ &= & P33 H % PG :}}Z] 51 % 12 %% (SCCS/1647/22) # %
90 = rRRF MR AT AT DNEAAHE I PRK 7 A E
£12 090 X A7 § FELM FEenAE P i * @ E & & 2 (Point of Departure,
POD)P% » SCCS € % i 1 3%F7 7 355 MoS » % L B4 By chg i i
AL A FF 0 XY PoD FEF o RIERET P ARTMT)F kLG 0 b
TR BT R o v AA 2 NOAEL et b & W] ihd IR REk 6E 1

#e FERF]F R TR o MR {52 NOAEL 3-8 4 % 4o

NOAEL SED
fe F A | A KT
INCI name (mg /kg (mg /kg MoS
C(%) DAp(%)
bw/day) bw/day)
Aqua 76.4 - - - >100
Alcohol 10.0 100 1200 2.4140 497
Propylene Glycol 5.0 10 40 0.1207 331
Hamamelis Virginiana
(Witch Hazel) Leaf 3.0 100 93 0.7242 128
Extract
Glycyrrhiza Uralensis
o 2.5 100 692 0.6035 1147
(Licorice) Root Extract
Sodium Acrylates
2.0 100 115 0.4828 238
Copolymer
Lecithin 2.0 100 75 0.4828 155
Salicylic acid 1.5 50 37.5 0.1811 207
Triethanolamine 1.0 100 250 0.2414 1036
Methyl Paraben 0.4 100 2750 0.0966 28480
Tocopherol 0.2 100 293.5 0.0483 6079
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INCI name NOAEL R it 3
¥4 B p AL SRS 4R 2 chB IKNOAEL 5 %2400 mg /kg bw/day
Alcohol (A3p 2 ¥) > Y RUIRA P 7 * F50%% F / 2_F]5 > B

2400*50% =1200 mg/kg bw/day °

Propylene Glycol

MR R &P > B1790% v PRF % 4F £ = NOAEL = 80 mg/kg
bw/day > ¥ g T R4 3 ¥ ¥ F50%2 * & T_F]F > #-80*50% =40

mg/kg bw/day -

Hamamelis Virginiana
(Witch Hazel) Leaf
Extract

Sprague Dawley~ El*6 * 7 § £ 4iF ¢ B X P44 283 > fi g
NOAEL>300 mg/kg bw/day » ¥ & # 5% = #c(28% )2 % /2 2 7]+ » #-
300*28/90 =93 mg/kg bw/day -

Glycyrrhiza Uralensis

(Licorice) Root Extract

X B(n=15; 61 #) T PRE P 4 125 54 5 F9:% » NOAEL:
>2000 mg/kgbw/day » ¥ B T PRA 47 * F50%% E5E X #o(9iF )2
* FET_F]|F » #%-2000*50%*9/13=692 mg/kg bw/day °

Sodium Acrylates

W & T IR3ES12iF 5 NOAEL 5 250 mg/kg bw/day » % J v JR 4 4
T K50%% sk 2 Ho(12iF)2 4 FE 2 F]F 0 #-250%50%*12/13

Copolymer

=115 mg/kg bw/day °

-3 43 4 A M PR (H P X #) A7 NOAEL 5 150 mg/kg
Lecithin bw/day - ¥ & v JRA $ ¥ * F50%2 F Fx Z_F|F > #150*%50%=75

mg/kg bw/day -

% P SCCS#--k 5 % eINOAELZ% % % 75 mg/kg bw/day i 3 MoS:- &
Salicylic acid Sy o kR AR JRRPRABARGEET - L RT IR

4 7 * F50%2 F FEX_F]F 0 #-75%50% =37.5 mg/kg bw/day °

Triethanolamine

ng’
FIPROECD 41138 {7 (L2 & I 424 14 3% 48 &5 NOAEL : 250 mg/kg

bw/day » & JE & o

Methyl Paraben

< B v PR E 225961 1 5rNOAEL 5500 mg/kg bw/day » ¥ &
vIRA F ¥ ¥ F50%2 * FE T_F]F 0 5500%50% =2750mg/kg

bw/day °

Tocopherol

~ &4 7 {5 B4 fia (Tocopheryl Phosphate) shd; | 14 v PR & 1447 §
2 > NOAELE 4p % 587 mg /kgbw/day » ¥ B T IRA =7 #*
50%2. # Fx ¥_F]+ » 587*50% =293.5 mg/kg bw/day -
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FEIRFZAE HAHERE
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#* A F AR & Salicylicacid # Fi * 3= kT
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AEPFLLER - 40l ] HFATT REBFHES L > BF SRR o
N % Salicylicacid » @ AR BTN F2 AL EHBEFERT o
PASYT R F A RFEAAR I g SEAHNZ T L BH
40 BRI A S AP

1. 08 * PEorgr P AR
% el
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ey Sk THTEE g}%ﬁ; ,fg_g\ A hi e g,}jﬂw i hﬂig A
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AP ETERME GREFEITE -

2. *A 5977 2 Salicylicacid 2 & 3 1.5% (FTE 0.272%) A 426 2 W2 R
:I’;o

3. Ryp A A& TV LG | 2 R IR/ B & Pk
ﬁ%\&i%ﬁM$%awﬁﬁﬁ$%$%’*%d&%@ﬁﬁmfé
S CER A& SRR I B R L I R L BT R SR S
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SR EHR L LGy & P A A 542102 ¢ H HDPE (high-
density polyethylene » % % & R e %) AR+ » 2 7@l & AR AR
chizbd o wE R % 90~110°C o HDPE — i 244 > T2 Afed LA T >
LB A2 T TR (0T 4 ) 3 § N PE A € B4 e
i g o F AR Y P R Apg eh% 2t e
6. 95 SCCS L = 2 BIFEZE H % 2 | T‘lp:}ﬁ 51 % 12 % 3 H Y A
AFLuR sk BRRE - HWASET FRE T BRVIUFALAY
PR BEERHFIRINAIEE L FETEREEBR G Y
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Wl A &2 LN AL FEE LERETH

MIAPHEREAY - AL R FEY TR TR FERA

FRe 3977 WEFIZA&FE N Z L&A (R # 7 Fragrance
PoE oA )2 ETARR S A 2 H %3R4 (Certificate of Analysis,
COA) ~ % > T4 £ (Safety Data Sheet, SDS) ~ & 5 151 2 3% = 2
FLOPRRT 2PN FA RLREF AT
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INCI name : Salicylic acid

SAFETY DATA SHEET

SECTION 1: Identification of the substance/mixture and of the company/undertaking
1.1 Product identifiers

Product name : Salicylic acid
Product Number
Brand
1.2 Other means of identification
Z-Hydroxybenzoic acid
1.3 Relevant identified uses of the substance or mixtwre and uses advised against

Identified uses

1.4 Details of the supplier of the safety data sheet
Company

Telephone
Fax
E-mail address

1.5 Emergency telephone

Emergency Phone #

SECTION 2: Hazards identification

2.1 GHS Classification
Acute toxicity, Oral (Category 4), H302
Serious eye damage/eye imtation (Category 1), H318
Reproductive toxicity (Category 2}, H361
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2.2

2.3

GHS Label elements, including precautionary statements

Pictogram

Signal word

Hazard statement(s)
H302
H318
H361

Precautionary statement(s)

Prevention
P201
P202

P264
P270
P280

Response
P301 + P312 + P330

F305 + P351 + P338 +
F310
F308 + P313

Storage
P405

Disposal
P501

Other hazards - none

Danger

Harmful if swallowed.
Causes serious eye damaage.
Suspected of damaaing fertility or the unborn child.

Obtain special instructions before use.

Do not handle until all safety precautions have been read and
understood.

Wash skin thoroughly after handling.

Do not eat, drink or smoke when using this product.

Wear protective gloves/ protective clothing/ eye protection/ face
protection.

IF SWALLOWED: Call'a POISON CENTER/ doctor if you feel
unwell. Rinse mouth.

IF IM EYES: Rinse cautiously with water for several minutes.
Remove contact lenses, if present and easy to do. Continue
rinsing. Immediately call a POISON CENTER/ doctor.

IF exposed or concerned: Get medical advice/ attention.

Store locked up.

Dispose of contents/ container to an approved waste disposal
plant.

SECTION 3: Composition/information on ingredients

3.1

Substance / Mixture

Substances
Synonyms

Formula
Molecular weight
CAS-No.

EC-No.

Hazardous ingredients

Substance

2-Hydroxybenzoic acid

C7HgO3
138.12 g/mol
69-72-7
200-712-3

Component

| Classification Concentration

Salicylic acid

Acute Tox. 4; 1; Repr. 2;
H302, H318, H361

<= 100 %

For the full text of the H-Statements mentioned in this Section, see Section 16.
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SECTION 4: First aid measures

4.1

4.2

4.3

Description of first-aid measures

General advice
Show this material safety data sheet to the doctor in attendance.

If inhaled
After inhalation: fresh air. Call in physician.

In case of skin contact
In case of skin contact: Take off immediately all contaminated clothing. Rinse skin with
water/ shower. Consult a physician.

In case of eye contact
After eye contact: rinse out with plenty of water. Immediately call in ophthalmologist.
Remove contact lenses.

If swallowed
After swallowing: immediately make victim drink water (two glasses at most). Consult a
physician.

Most important symptoms and effects, both acute and delayed
The most important known symptoms and effects are described in the labelling (see section
2.2) and/or in section 11

Indication of any immediate medical attention and special treatment needed
Mo data available

SECTION 5: Firefighting measures

5.1

5.2

5.3

5.4

Extinguishing media

Suitable extinguishing media
Use water spray, alcohol-resistant foam, dry chemical or carbon dioxide.

Special hazards arising from the substance or mixture

MNature of decompaosition products not known.

Combustible.

Vapors are heavier than air and may spread along floors.

Forms explosive mixtures with air on intense heating.

Development of hazardous combustion gases or vapours possible in the event of fire.

Advice for firefighters
Stay in danger area only with self-centained breathing apparatus. Prevent skin contact by
keeping a safe distance or by wearing suitable protective clothing.

Further information
Prevent fire extinguishing water from contaminating surface water or the ground water
system.

SECTION 6: Accidental release measures

6.1

Personal precautions, protective equipment and emergency procedures

Advice for non-emergency personnel: Avoid inhalation of dusts. Avoid substance contact.
Ensure adequate ventilation. Evacuate the danger area, observe emergency procedures,
consult an expert.

For personal protection see section 8.
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6.2

6.3

6.4

Environmental precautions
Do not let product enter drains.

Methods and materials for containment and cleaning up

Cover drains. Collect, bind, and pump off spills. Observe possible material restrictions
(see sections 7 and 10). Take up dry. Dispose of properly. Clean up affected area. Avoid
generation of dusts.

Reference to other sections
For disposal see section 13.

SECTION 7: Handling and storage

7.1

7.2

7.3

Precautions for safe handling
For precautions see section 2.2.

Conditions for safe storage, including any incompatibilities

Storage conditions
Tightly closed. Dry.

Light sensitive.

Storage class
Storage class (TRGS 510): 13: Non Combustible Salids

Specific end use(s)
Apart from the uses mentioned in section 4.2 no/other specific uses are stipulated

SECTION 8: Exposure controls/personal protection

8.1

8.2

Control parameters

Ingredients with workplace control parameters
Contains no substances with eccupational exposure limit values.

Exposure controls

Appropriate engineering controls
Change contaminated clothing. Preventive skin protection recommended. Wash hands
after working with substance.

Personal protective equipment

Eye/face protection

Use equipment for eye protection tested and approved under appropriate
government standards such as NIOSH (US) or EN 166(EU). Tightly fitting safety
goggles

Skin protection

Handle with gloves. Gloves must be inspected prior to use. Use proper glove
removal technigue (without touching glove's outer surface) to avoid skin contact
with this product. Dispose of contaminated gloves after use in accordance with
applicable laws and good laboratory practices. Wash and dry hands.

The selected protective gloves have to satisfy the specifications of Regulation (EU)
2016/425 and the standard EN 374 derived from it.

Full contact
Material: Nitrile rubber
Minimum layer thickness: 0.11 mm
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Break through time: 480 min
Material tested:Dermatril® (KCL 740 / Aldrich Z677272, Size M)

Splash contact

Material: Mitrile rubber

Minimum layer thickness: 0.11 mm

Break through time: 480 min

Material tested:Dermatril® (KCL 740 / Aldrich 2677272, Size M)

data source: KCL GmbH, D-36124 Eichenzell, phone +49 (0)6659 87300, e-mail
sales@kcl.de, test method: EN374

If used in solution, or mixed with other substances, and under conditions which
differ from EN 374, contact the supplier of the EC approved aloves. This
recommendation is advisory only and must be evaluated by an industral hygienist
and safety officer familiar with the specific situation of anticipated use by our
customers. It should not be construed as offering an approval for any specific use
SCenario.

Body Protection
protective clothing

Respiratory protection

Where risk assessment shows air-purifying respirators are appropriate use a full-
face particle respirator type M100 (US) or type P3 (EN 143) respirator cartrndges as
a backup to engineering controls. If the respirator is the sole means of protection,
use a full-face supplied air respirator. Use respirators and components tested and
approved under appropriate government standards such as MIOSH (US) or CEN
(EU).

Control of environmental exposure
Do not let product enter drains.

SECTION 9: Physical and chemical properties

9.1 Information on basic physical and chemical properties

a) Appearance Form: powder, crystalline
Color: white
b) Odor odorless
c) Odor Threshold Mot applicable
d) pH 2.4 at 20 °C
e) Melting Melting point/range: 158 - 161 =C - |it.

point/freezing point

f)  Initial boiling point 211 °C at 27 hPa

and boiling range 211 °C - lit.

g) Flash point 157 @C - closed cup

h)} Ewvaporation rate Mo data available

i} Flammability (solid, The product is not flammable.
gas)

1) Upper/lower Lower explosion limit: 1.1 %(V)

flammability or
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9.2

explosive limits

k) WVapor pressure 1 hPa at 114 °C
I}  Wapor density Mo data available
m) Density 1.44 gfcm3 at 20 #C
Relative density Mo data available
n) Water solubility Mo data available
o) Partition coefficient: log Pow: 2.25 at 25 2C - Bioaccumulation is not expected.

n-octanol/water

p) Autoignition Mo data available
temperature

q) Decomposition Mo data available
temperature

r)  Viscosity Viscosity, kinematic: No data available
Viscosity, dynamic: No data available

s) Explosive properties No data awvailable

t) Oxidizing properties none

Other safety information
MNo data available

SECTION 10: stability and reactivity

10.1

10.2

10.3

10.4

10.5

10.6

Reactivity

Forms explosive mixtures with air on intense heating.

A range from approx. 15 Kelvin'below the flash point is to be rated as critical.

The following applies in general to flammable organic substances and mixtures: in
correspondingly fine distribution, when whirled up a dust explosion potential may generally
be assumed.

Chemical stability
The product is chemically stable under standard ambient conditions (room temperature) .

Possibility of hazardous reactions

Risk of ignition or formation of inflammable gases or vapours with:
Fluorine

indine

Violent reactions possible with:

Strong oxidizing agents

iron/iron-containing compounds

Conditions to avoid
Light.
Strong heating.

Incompatible materials
Mo data available

Hazardous decomposition products
In the event of fire: see section 5
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SECTION 11: Toxicological information
11.1 Information on toxicological effects

Acute toxicity

LD50 Oral - Rat - male - 891 ma/kag

(OECD Test Guideline 401)

Oral: Behavioral:Muscle weakness,

Inhalation: No data available

LD50 Dermal - Rat - male and female - = Z.000 ma/kg
(OECD Test Guideline 402)

Skin corrosion firritation
Skin - Rabbit

Result: No skin irritation - 4 h
(OECD Test Guideline 404)

Serious eye damage /eye irritation
Eves - Rabbit

Result: Risk of serious damage to eyes.
(Draize Test)

Respiratory or skin sensitization
Mo data available

Germ cell mutagenicity

Test Type: In vitro mammalian cell gene mutation test
Test system: mouse lymphoma cells

Metabolic activation: with and without metabolic activation
Method: OECD Test Guideline 476

Result: negative

Test Type: Chromosome aberration test in vitro

Test system: Chinese hamster ovary cells

Metabolic activation: with and without metabolic activation
Method: OECD Test Guideline 473

Result: negative

Test Type: Ames test

Test system: Escherichia colifSalmonella typhimurium
Metabolic activation: with and without metabolic activation
Method: OECD Test Guideline 471

Result: negative

Test Type: Chromosome aberration test
Species: Mouse

Cell type: Bone marrow

Application Route: Intrapentoneal
Method: OECD Test Guideline 475
Reszult: negative

Test Type: sister chromatid exchange assay
Species: Mouse

Cell type: Bone marrow

Application Route: Oral

Method: US-EPA

Result: negative

Carcinogenicity
Mo data available

69



11.2

Reproductive toxicity
Suspected of damaging the unborn child.

Specific target organ toxicity - single exposure
Mo data available

Specific target organ toxicity - repeated exposure
Mo data available

Aspiration hazard
Mo data available

Additional Information

Repeated dose toxicity - Rat - male and female - Oral - Z yr - NOAEL (Mo observed adverse
effect level) - 50 ma/ka
Remarks: (in analogy to similar products)

(ECHA)
The value is given in analogy to the following substances: methyl salicylate

RTECS: VOO525000

Couagh, Shortness of breath, Headache, Nausea, Vomiting

Mild chronic salicylate intoxication is termed salicylism. Symptoms include: headache,
dizziness, ringing in the ears, difficulty in hearing, dimness of vision, mental confusion,
lassitude, drowsiness, sweating, thirst, hyperventilation, nausea, vomiting, and occasionally
diarrhea. & more severe degree of salicylate intoxication is characterized by more
pronounced CNS disturbances (including generalized convulsions and coma), skin
eruptions, and marked alterations in acid-base balance.

To the best of our knowledge, the chemical, physical, and toxicological properties have not
been thoroughly investigated.

SECTION 12: Ecological information
12.1 Toxicity

Toxicity to fish flow-through test LCS0 - Pimephales promelas (fathead minnow) -
1,370 mgfl - 96 h
[QECD Test Guideline 203)
Remarks: (in analogy to similar products)
The walue is given in analogy to the following substances: Sodium
salicylate

Toxicity to daphnia static test ECS0 - Daphnia magna (Water flea) - 870 ma/fl - 48 h
and other aguatic (OECD Test Guideline 202)
invertebrates

Toxicity to algae Growth inhibition ErC50 - Desmodesmus subspicatus (green algae) -
=100 mag/l - 72 h
[OECD Test Guideline 201)

Toxicity to bacteria static test EC50 - Pseudomonas putida - 380 ma/l - 16 h
Remarks: (ECHA)
The value is given in analogy to the following substances: methyl
salicylate

12.2 Persistence and degradability
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Biodegradability aerobic - Exposure time 4 d
Result: = 90 % - Inherently biodegradable.
[(Regulation (EC) No. 440/2008, Annex, C.9)

12.3 Bioaccumulative potential
Mo data available

12.4 Mobility in soil
Mo data available

12.5 Results of PBT and vPvE assessment
PET/vPvE assessment not available as chemical safety assessment not required/not
conducted

12.6 Endocrine disrupting properties
Mo data available

12.7 Other adverse effects
Mo data available

SECTION 13: Disposal considerations
13.1 Waste treatment methods

Product

Waste matenal must be disposed of in accordance with the national and local regulations.
Leave chemicals in original containers. No mixing with other waste. Handle uncleaned
containers like the product itself. See www.retrologistik.com for processes regarding the
return of chemicals and containers, or contact us there if you have further questions. The
chemical must be disposed or recycled in accordance with Waste Disposal Act. See
www.epa.gov.tw for the information of chemical waste disposal companies and their
contacts.

SECTION 14: Transport information
14.1 UN number

ADR/RID: - IMDG: - IATA-DGR: -
14.2 UN proper shipping name

ADR/RID: Mot dangerous goods

IMDG: Mot dangercus goods

IATA-DGR: Mot dangerous goods
14.3 Transport hazard class(es)

ADR/RID: - IMDG: - IATA-DGR: -
14.4 Packaging group

ADR/RID: - IMDG: - IATA-DGR: -

14.5 Environmental hazards
ADR/RID: no IMDG Marine pollutant: no IATA-DGR: no

14.6 Special precautions for user

14.7 Incompatible materials

Further information
Mot classified as dangerous in the meaning of transport regulations.
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SECTION 15: Regulatory information

15.1 safety, health and environmental regulations/legislation specific for the
substance or mixture
Mo data available

SECTION 16: Other information

Full text of H-Statements referred to under sections 2 and 3.

H302 Harmful if swallowed.
H318 Causes serious eye damage.
H361 Suspected of damaging fertility or the unborn child.

Further information

The above information is believed to be correct but does not purport to be all inclusive
and shall be used only as a guide. The information in this document is based on the
present state of our knowledge and is applicable to the product with regard to
appropriate safety precautions. It does not represent any guarantee of the properties of
the product. Sigma-Aldrich Corporation and its Affiliates shall not be held liable for any
damage resulting from handling or from contact with the above product. See
www.sigma-aldrich.com and/or the reverse side of invoice or packing slip for additional
terms and conditions of sale.

Copyright 2020 Sigma-Aldrich Co. LLC. License granted to make unlimited paper copies
for internal use only.

The branding on the header and/or footer of this document may temporarily not visually
match the product purchased as we transition our branding. However, all of the
information in the document regarding the product remains unchanged and matches the
product ordered. For further information please contact mlsbranding@sial.com.

Literature references About detail information, please refer to each section The
information contained herein is based on the present
state of our knowledge. It charactenses the product with
regard to the appropriate safety precautions. It does not
represent a guarantee of any properties of the product.

Crganization that prepared Name:Merck KGas LS-QH

the SDS Address/Telephone number:64271 Darmstadt
Germany/+49 6151 72-0

Date that the SDS was 24.11.2021 Print Date 27.01. 2022

prepared
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1. ABSTRACT

The 5CCS concludes the following:

1.

In light of the new data provided, does the SCCS still consider Salicylic acid (CAS 69-
72-7) safe when used as a preservative in all cosmetic products up fo @ maximum
concentration of 0.5% (acid) considering its current restriction as reported above?

The SCCS considers salicylic acid (CAS 69-72-7) safe when used as preservative at a
concentration of 0.5 % in cosmetic products considering its current restrictions in
place.

This Opinion is not applicable to any oral product (such as toothpaste and
mouthwash) with the exception of lipsticks. Sprayable products that could lead to
exposure of the consumer's lung by inhalation are also excluded. The provided
information shows that salicylic acid is an eye irritant with the potential to cause
serious damage to the eye.

In addition, does the SCCS still cansider Salicylic acid (CAS 69-72-7) safe when used
for purposes other than inhibiting the development of micro-organisms at a
concentration up to 3.0 % for the cosmetic rinse-off hair products and up to 2.0 %
for other products considering its current restrictions as reparted above?

Based on the data provided and available literature, the SCCS considers salicylic acid
(CAS ©9-72-7) safe when used for purposes/  other than preservative at a
concentration up to 3.0 % for the cosmetic rinse<off hair products and up to 2.0 %
for other products, considering its current restrictions in place. Howewver, in body
lotion, eye shadow, mascara, eyeliner, lipstick and roll on deodorant applications,
salicylic acid is considered safe up to 0.5 %. The SCCS position is that these levels
are inclusive of any use of salicylic acid, i.e. should not exceed the stated levels with
additional use as a preservative.

This Opinion <is not applicable to any oral preduct (such as toothpaste and
mouthwash) with the @xception of lipsticks. Sprayable products that could lead to
exposure of the consumer’s lung by inhalation are also excluded.

Does the SCCS have any further scientifie concerns with regard to the use of Salicylic
acid (CAS 69-72-7) in cosmetic products?

Salicylic acid 15 also used as a preservative in food and as a biocide In some
consumer products (see sectiom 3.2.3) or in various pharmaceutical formulations
such as anti-acne products. As no specific exposure data were made available to
SCCS to assess exposure following these non-cosmetic uses, it was not possible to
include them in the agaregated exposure scenarios. Therefore, the actual total
exposure of the consumer may be higher than exposure from cosmetic products
alone.

The conclusions of this Opinion refer only to Salicylic Acid and should not be applied
to other salicylates or salicylic acid salts.

Keywords: SCCS, scientific opinion, salicylic acid, Regulation 1223/2009, CAS 69-72-7, EC
200-712-3, SCCS/1601/18

Opinion to be cited as: SCCS (Scientific Committee on Consumer Safety), Opinion on
salicylic acid (CAS 69-72-7) - Submission I, SCCS/1601/18, preliminary version of 10
September 2018, final version of 21 December 2018, CORRIGENDUM on 20-21 June 2019
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2. MANDATE FROM THE EUROPEAN COMMISSION

Background

Salicylic acid (CAS 69-72-7) and its salts, as Calcium salicylate, Magnesium salicylate, MEA-
salicylate, Sodium salicylate, Potassium salicylate and TEA- salicylate (CAS 824-35-1/
18917-89-0/ 59866- 70-5/ 54-21-7/ 578- 36-9/ 2174-16-5) are currently listed in Annex V
(entry 3) of the Regulation (EC) Mo. 1223/2009* (Cosmetics Regulation) as preservative to
be used in all cosmetic products up to a maximum concentration of 0.5% (acid). The
following restriction applies: Not to be used for children under 3 years old, except for
shampoos.

Salicylic aod (CAS 69-72-7) iz also listed in Annex III (entry 98) of the Cosmetics
Regulation to be used up to a maximum concentration of 3.0 % for the cosmebic nnse-off
hair products and of 2.0 % for other products.

The following restrictions apply:

Mot to be used for children under 3 years old, except for shampoos.

For purposes other than inhibiting the development of micro-organisms in the products.

This purpose has to be apparent from the presentation of the product.

The SCCNFP published an opinion on the safety of Salieylic acid (CAS 69-72-7) in June 2002
(SCCMFR/0522/01)2.

ECHA's Risk Assessment Committee (RAC) adopted itz opinion on the harmonised
dassification for Salcylic acd (CAS 6%-72-7) on 10 March. 2016, with a proposed
dlassification as CMRZ2 * under Regulation (EC) Mo. 1272/2008. This proposed classification
does not cover the salts of Salicylic acid.®

Art. 15 (1) of the Cosmetics Regulation states that 'a substance dassified in category 2 may
be used in cosmetic products where the substance has been evaluated by the SCCS and
found safe for use in cosmetic products. To these ends the Commission shall adopt the
necessary measures in accordance with the regulatory procedure with scrutiny referred to in
Article 32(3) of this Regulation’.

In December 2017, Cosmetics Europe transmitted a safety dossier on Salicylic acid (CAS
59-72-7) intended to demonstrate the safety of the ingredient for its current uses and
restrictions.

Terms of reference
1. In light of the new data provided, does the SCCS still consider Salicylic acid (CAS 69-
72-7) safe when used as a preservative in all cosmetic products up to a8 maximum
concentration of 0.5% (acid) considering its current restriction as reported above?

2. In addition, does the SCCS still consider Salicylic acid (CAS 69-72-7) safe when used
for purposes other than inhibiting the development of micro-organisms at a
concentration up fo 3.0 % for the cosmetic rinse-off hair products and up to 2.0 %
for other proeducts considering its current restrictions as reported above?

3. Does the SCCS have any further scientific concerns with regard to the use of Salicylic
acid (CAS 69-72-7) in cosmetic products?

! httpe/{eur-lexeuropa.euf LexlniSery/LexUriSery. do?ur=00:L: 2009: 34 2: 0059: 0209 :en: POF

2 hatp: [ec.europa.eu/health/ph risk/committees/scop/documentsfoutI70 en.pdf

I Repr. 2; H361d (Suspected of d ing the unbom child) (ECHA 2016

4 Harmonized classification of S:I-ﬁic acid was published in the offidal jounal {L251) on 5 October 2018
(regulation 2018/1480). Salicylic acid is dassified as Repr. 2 (H361d Suspected of damaging the unborn child),
Acute Tox. 4 [H302 Harmful if swallowed), Eye Dam. 1 (H218 Causes serious eye damage).

6
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3. OPINION

3.1 CHEMICAL AND PHYSICAL SPECIFICATIONS

[ 3.1.1 Chemical identity |

[ 3.1.1.1 Primary name and/or INCI name |

Salicylic acid

| 3.1.1.2 Chemical names |

IUPAC: 2-hydroxybenzoic acid

[ 3.1.1.3 Trade names and abbreviaticns |

A. MeSH entry names:

2 Hydroxybenzoic Acid
2-Hydroxybenzoic Acid
Acid, 2-Hydroxybenzoic
Acid, o-Hydroxybenzoic
Acid, ortho-Hydroxybenzoic
Acid, Salicylic

o Hydroxybenzoic Acd
o-Hydroxybenzoic Acid
ortho Hydroxybenzoic Acid
ortho-Hydroxybenzoic Acid
Salicylic acid

e~ U U SR o

=2

B. Depository supplied synonyms can be found at the link provided below.

Ref: https://pubchem.ncbi.nlm.nih.gow/compound/338#section=Depositor-Supplied-
Synonyms

3.1.1.4 CAS / EC number |

CAS 69-72-7/ BC 200-712-3
Ref: Analytical Dossier; PubMed; ECHA, Sigmaaldrich

3.1.1.5 Structural formula |

COOH
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3.1.1.6 Empincal formula

CrHe0r

3.1.2 Physical form

Form: Crystalline powder Needles
Physical state: solid

Colour: white

Colourless

3.1.3 Molecular weight

138.12 g/mol

3.1.4 Purity, composition and substance codes

Purity: Salicylic acid is incorporated as an ultra-pure ingredient when used in cosmetics,
and its typical purity level is 99.7-99.9%, with 2 minimum purity of 99% and maximum of
100%. Impurities could be phenol and sulphate, which are typically less than 0.02% and

0.04%, respectively.

Table 1. Physicochemical properties (purity) of salicylic acd

Property Salicylic Acid
Purity 99 7-99 9%
Ref: https://echa europa.en/el/substance-information/=fsubstanceinfo/100.000.648

SCCS comment

MNaowvacyl Certificate of analysis

The analytical methods used for the determination of purity of the test substance should be
provided, according to the SCCS Notes of Guidance.

3.1.5 Impurities / accompanying contaminants

Salicylic Acid, Batch B14E099PHA

Lrwer Lipper
Chrarscleristic Uinil. Value Limit Limit
Chicrides i it = 000 - 010
Melling Range | FP' | C 1804 150.0 1610
hedling Range | IP ) ¥ 153.0 158.0 1610
Iderification - Bass - -
Hamvy Mataks {as Ph) u3i =320 20
Lese o Drying (¥F) 5wt 0.066 (L5000
Ressicius an Igritian S wl 0.0140 Q0800
Sulphates % at < 0030 - 0020
AsEgy o wt 100,08 o8 50 1M .00
Faatabed Comgounds W wi 0,004 - 02000
FPherml %o Wl < 0.0010 00100
Other impurities (sum) o wl = 00010 (LB
4-Hydraybercoic Ackd B wit [k 2 01000
4-Hydramyisophihelic Acid % wt Qg3 00500
Sum of gl Impurilies % vt 00704 2000

Ref: 24, 90916 SALICYLIC ACID%2c USP_COA
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SCCS comment

Data on impurites of salicylic acd are provided in the specification sheets. The analytical
methods used for the determination of impurities in the test substance along with the
results of these studies should be provided, according to the SCCS Motes of Guidance. The
SCCS 15 of the opinion that the method described in European Pharmacoposia is the method
of choice for the impurity testing of Salicylic Acid (EF7, pp2284-2285).

3.1.6 Solubility

In water: 2.24 mg/mL at 25 °C, 2 g/L at 20°C.

Readily soluble in acetone, oil of turpentine, alcohol, ether and benzene.

Solubility (weight percent): carbon tetrachloride 0.262 (25 °C); benzene 0.775 (25 °C):
propanol 27.36 (21 *C); absolute ethanol 34.87 (21 °C); acetone 396 (23 °C)

Ref: ChemSpider (Roval Society of Chemistry); Lewis, 1993; Budavan 1989

3.1.7 Partition coefficient (Log Paw)

Octanol/water partition coefficient (logPaw)= 2.2

Ref: Sheu et al, 1975; US EPA Chemistry Dashboard

3.1.8 Additional physicochemical specifications

Table 2. Physicochemical properties of salicylic acid,

Property Salicylic Acid
Molecular Formula C-H:0s

Molecular Weight 138.12

(g/mal}

Physical Form Solid at room temperature

Stability Stable at room temperature

Boiling point (*C) 211 at 20mmHg; sublimes at 76°C"
Melting point {*C) 158-161°

pH of saturated 2.4 (saturated aqueous suspension)™, 2.4 (at 2 % m/v, agueous
aquegus solution Suspension)=

Vapour pressure at 25°C: 0.000208 hPa*

pKa 2098

Density 144 gfem® at 20 °C®

a. Lewis, 1993

b. 1. Budavari, 1989; 2. 24. 90816 SALICYLIC ACIDM2c USP__MSDS

. ChemsSpider [Royal Society of Chamistry)

d. kamal et al 2005.

2 24. 90916 SALICYLIC ACIDRE2C USP_MSDS

MR = not reported, a published value could not be found.

organoleptic properties (colour, cdour, taste if relevant)
flash point: 157°C (=alicylic acid)

density: 1.443 g/cm? at 20°C (salicylic acid)
viscosity:/

refractive index:/
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- UN/wisible light absorphion spectrum: UV max (4 mg percent in ethancl): 210, 234,
303 nm {molar extinction coefficient 8343, 5466, 3591).

Ref: Salicylic Acid Exposure FINAL 5 12 2017;
24, 90916 SALICYLIC ACID%2c USP__MSDS

3.1.9 Homogeneity and Stability

Stability: Salicylic acid gradually discolours in sunlight; when heated to decompose it emits
acnid smoke and irntating fumes.

Ref: Budavari, 5. (ed.). The Merck Index - Encyclopedia of Chemicals, Drugs and
Biologicals. Rahway, N1: Merck and Co., Inc., 1989., p. 1324; Lewis, R.]1. 5r. (ed) Sax's
Dangerous Properties of Industnal Matenals. 11th Edition. Wiley-Interscience, Wiley & Sons,
Inc. Hoboken, NJ. 2004., p. 3179

3.2 FUNCTION AND USES

3.2.1 Cosmetic product uses as per Cosmetic Products Regulation EC 1223 /2009 |

Salicylic acid 15 used in cosmetic products as a denaturant, a hair and skin condrtioning
agent, an exfoliant, an anti-acne cleansing agent, an anbt-dandruff agent and a product
preservative.

Salicylic acid is currently listed in Annex VW (entry 3) of the Cosmetics Regulation (EC) Mo.
1223/2009 as preservabive to be used in all cosmetic products up to a maximum
concentration of 0.5% (acid). The following restriction applies: Mot to be used for children
under 3 years old, except for shampoos.

Salicylic acid is also listed in Annex 11T (enfry 98) of the Cosmetics Regulation to be used up
to a maximum concentration of 3.0 % for the cosmetic nnse-off hair products and of 2.0 %
for other products: The following restrictions apply: Mot to be used for children under 3
years old, except for shampons. Mot to be used for purposes other than inhibiting the
development of micro-organisms in the preducts. This purpose has to be apparent from the
presentation of the product.

3.2.2 Cosmetic product uses as per Cosmetics Europe 2017 Survey |

According to the survey, the salts of salicylic acid are used as preservatives in all cosmetic
products except toothpaste or mouthwash products. Salicylic acid according to the survey is
not used at all in mouthwash, toothpaste, eye liner and mascara.

In the submitted dossier, no data is provided to support the use of salicylic acid in sprayable
products.

3.2.3 Other uses than cosmetics |

Salicylic acid is used (at 15-40%) as a spot-treatment medication to treat warks and
callouses because of its keratoplastic properties, and it is also used clinically as a skin
peeling agent.

Ref: Anf, 2015
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Sahcylic acid 15 used as a preservative in food, as a chemical raw matenal for the synthesis
of dyes and aspirin, and as an antiseptic and antifungal agent by topical application in
veterinary medicine. Aspirin is metabolized to salicylic acid in the human body.

Taken from Biocide opinion/ ECHA:

« The active substance is used in product-type 2 (PT2), ready-to-use product for
dizinfection of dishwashing sponges between dishwashing sessions (and therefore
prevention of spread of micro-organisms onto other kitchen ubensils and surfaces) by
non-professional users. Disinfection of sponges i1s considered as a FT2 use since the
sponge itself will not come into contact with food. For the risk assessment the possible
exposure via food is taken into account.

* The active substance is used in product-type 3 (FT3), ready-to-use product to disinfect
teats of dairy cows in a pre- and/or post-milking application as a dip or spray. The
product is intended for agricultural usage by farmers.

# The active substance iz used in product-type 4 (PFT4) by professional users as a
disinfectant for surfaces in the (soft) drinks industry, including breweries, where
dnnks are prepared, processed and stored.

3.3 TOXICOLOGICAL EVALUATION

The toxicology evaluation is focused on the data available for salicylic acid.

[ 3.3.1  Acute toxicity

[ 3.3.1.1 Acute oral toxicity

From SCCNFP/0522/01/2002
Animal data
Acute toxicity has been investigated following vanous routes.
The oral LDS0 of salicylic acid were 400-3700 mg/kg for the rat.
Ref.: Biofax 21-3/1971, McCann J., et al. 1975

The oral D50 of formulabions contaiming salicylic acid up to 2% were 10-20 g/kg for the
rat, which iz equivalent to 200 to 400 mg/kg bw for the pure substance.

Ref.: Procter & Gamble (1993a), (1993b) and (1989a)

New information

Animal Data

Guideline: similar to OECD TG 401
Species/strain: male Albino rats (strain not specified)
Group size: 5 per group (4 groups)

Test substance: salicylic acid

Batch: f

Purity: f

Vehicle: corn oil

Dosze levels:
Route:

Administration:

GLP:

464, 681, 1000 and 1470 mg /kg bw
oral, unspecified

single administration

Mo
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Observation period: 14 days
Study period: f

In the Biofax study (1971) which has been considered by RAC as the key study for
assessing acute toxicity by oral route, salicylic acid (punty unknown) was tested in a test
similar to OECD guideline 401. Five male albino rats per group (4 groups) were
administrated a single dose of the test substance in a corn-cil suspension. The doses were
464, 681, 1000 and 1470 mogfkg bw. The animals were then observed for 14 days. Under
the conditions of this test, the LD50 was 891 mafkg bw. Signs of intoxication were
hypoactivity and muscular weakness. At necropsy, no significant findings were cbzerved in
survivors, whereas inflammation of the gastrointestinal tract was observed in deceased
animals. Based on the results of this study, salicylic acid would be classified as harmful in
male rats by oral route, according to the Directive (67/548/EEC) on dangerous substance.

Ref: Biofax, 1971;
https:/fecha.europa.eu/el/registration-dossiery/ -/ registered-dossier/14544/7/3/2

In the more recent study from Hasegawa et al., 1989, n=10 Wistar rats were administrated
a single dose of an agqueous solution of the test substance in a gum arabic. LDS0 values
were also in the range of 500 to 2000 mgfkg bw, demonstrating that salicylic acid is
harmful viz the oral route.

Ref: Hasegawa et al. (1989)

Human Data

In humans, the oral lethal dose for sodium salicylate or aspirin is estimated between 20 and
30 g in adults, but much higher amounts (130 g of aspirin in one case) have been ingested
without a fatal outcome (Goodman & Gilman, 20068). Children under the age of 3 years are
more sensitive than adults to salicylates,

SCCS comment

Salicylic acid was recently (Regulation 2018/1480) included in annex VI of CLP and as
regards acute oral toxicty, it is classified as Acute Toxicity Category 4, H302 (Harmful if
swallowed). Even though all the studies and publications submitted with this dossier have
certain shortcomings; the available data support this classification.

3.3.1.2 Acute dermal toxiciby

From SCCNFP/0522/01/2002

The topical applicabion of acetylsalicylic acid powder at a dosage of 2 a/kg to rabbits did not
induced any sign of erythema or cedema on both the intact and abraded skin of the
animals. The dermal LDz was estimated greater than 2 g/kg in rabbits.

Ref.: Procter & Gamble (1976b)

This submission
There is one animal study covering the acute dermal towicity of salicylic acd.

Animal Data

Guideline: QECD Guideline 402 (Acute Dermal Toxicity)
Species/strain: female and male rats/ Wistar
Group size: % male and 5 female
Test substance: salicylic acid
Batch:
12
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Punty: 99.8 %

Wehicle: cremophor EL®
Doze levels: 2000 ma/kg

Route: dermal
Administration: single administration
GLP: Yes

Observation period: 14 days

Study period: /

Year study completed: 1989

A single dose of 2000 mg/kg was ocdusively applied to the intact clipped skin of 5 male and
5 female young adult rats (242/199g) for an exposure period of 24 hours. The animals were
observed for mortality, body weights, clinical signs, and gross pathological changes for 14
days.

Results

Mo mertality and no local effects were noted. Clinical signs included poor general condition
and pilcerection. Onset of symptoms was 1 hour post administration. On day 2, all ammals
were free of signs. Necropsy on day 14 revealed slightly swollen liver in two females. The
dermal LD5S0 in both sexes is greater than 2000 mag/kg bw.

Ref: Bomhard 1996;

SCCS comment
The SCCS considers salicylic acid as a low dermal acute toxicant.

3.3.1.3 Acute inhalation toxicity

The Applicant does not intend to use salicylic acid in spray or asrosol cosmetics,

SCCS comment
Mo data hawe ‘been provided on-acute toxicity by inhalation. According to the Applicant,
salicylic acid 15 not intended for use in spray or aerosol cosmetics.

3.3.1.4 Acute toxicity by the intraperitoneal route

!

3.3.2 Irritation and corrosivity

S5CS general comment

In SCCMNFP/0522/01, mostly product based information was evaluated for skin and eye
irritation. However, risk assessment of cosmetic ingredients within the remit of the SCCS is
based on the assessment of the ingredient and not of cosmetic formulations. Test results
based on cosmetic formulations have therefore not been taken into consideration in this
Opinion.
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[ 3.3.2.1 Skin irritation

SCCNFP/0522/01/ 2002
- Single dermal application for 4 hours of alcoholic solutions containing 2% salicylic acid was
mildly to non-irritating to rabbit skin.
- Repeated open applications of 2.5 % and 5 % hydroalcoholic solutions of salicylic acid (3
hours exposure twice a day for 4 consecutive days) to guinea pig skin showed mild
irritation.

Ref.: Procter & Gamble (1982a), (1979a), (1995a) and (1980)

This submission
Animal data

Guideline: QECD 404 (2002)

Species/strain: New Zealand White rabbit

Group size: 1 male and 2 females

Test substance: Salicylic acid

Batch: RASO725500

Purity: 99,9%

Dose: 0.5g

Exposure: Single topical application for 4 hours and observation over 14 days
GLP: In compliance

Study period: 2 April - 28 May 2008

Approximately 0.5 g of the test substance, spread over an area of 6.25 cm2 and moistened
with 0.5 mL of purified water was applied semi-occlusive to the test site for 4 hours. The
skin was examined at 1; 24, 48 and 72 hours after patch removal, as well as 7, 10 and 14
days after the exposure.

Results

Mo death and no clinical signs of systemic toxicity were observed duning the study. No
staining of the treated skin by the test item was observed. The test item did not elicit any
skin reactions at the application site of any animal at any of the observation times.

Conclusion
The study authors conclude that salicylic acid is not irritating to rabbit skin.

Ref: RCC, 2008a

SCCS comment

Based on previous animal skin irritation studies using alcoholic solutions of salicylic acid, the
SCCNFP had considered indts Opinion (SCCNFP/0522/01 of 2002) that =alicylic acid is mildly
to non-iritating to skin. Howewer, the new study provided in the current submission
indicates that neat salieylic acid 1s not irritating to skin.

[ 3.3.2.2 Mucous membrane irritation / eye irritation

This submission

Animal data

The primary eye irritation potential of salicylic acid was evaluated with a method similar to a
Draize test. In this study, salicylic acid induced severe eye irritation. Mean scores for
comea, ins and conjunctivas were 51.5, 40.3 and 38.7 at 24 h, 48 h and 72 h, respectively.

Ref: BioFax 1971
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Additionally, in a2 Draize eye irntation test available in open literature, salicylic acd induced
severe irrtation that did not recover within 21 days of treatment. Draize scores for comea
and conjunctivae were 54.1 and 10.3, respectively.

Ref: Sugai et al. 1991
In vitro data
In an in vitro Bovine Corneal Opacity/Permeability (BCOF) test available in open literature,
results for opacity but not permeability were reported for salicylic acid tested at up to 10%
in MEM + 1% FBS. Based on the following opacity readings in this study, salicylic acid was
considered by the RAC as a severe eye irntant: 0.1%: 7.2£1.7; 1%: 70.2+8.4; 5%:
88.2+5.1; 10%: 98.7+£7.4.
Ref: Gautheron et al. 1952

Applicants” conclusion on eye irritation

On the basis of a hazard assessment in animals, salicylic acid can induce severe imitation
does not recover within 21 days of treatment (Sugai et al 1991). Salicylic acid has therefore
been dassified by the RAC as irritant for the eyes, with R41: nsk of serious damage to eyes,
according to EU criteria and iz classified category 1 (ireversible effects on the eye)
according to the GHS (EU).

SCCS comment
The reference BioFax, 1971 provided to SCCS is only a fax with test results and does not
include any details about how the study was conducted.

SCCS conclusion on eye irritation

Based on all available data concerning ingredients, SCCS considers salicylic acd as being
able to cause serious damage to the eye. Salicylic acid was recently classified as Eye Dam.
1 (H318 Causes serious eye damage) and was included in annex VI of CLP (Regulation
2018/1480).

3.3.3 Skin sensitisation

From SCCNFP/0522/01/2002

Animal data
Potential allergic contact sepsitsation has been investigated according to the moedified
Buehler test protocol using the guinea pig:

- 20 animals had hydro-alcoholic solutions of salicylic acd, acetyl salicylate, methyl
salicylate or hexadienyl acetyl salicylate (25% w/v) applied for 6 hours, once a week,
for three weeks. After a 2-week rest period the animals were challenged with the
zame concentrations. Under the experimental conditions adopted none of the
animals exhibited signs of sensitisation.

Ref.: Procter & Gamble (1975), (1976d), (1976€), (1976f),
and Robinzon (1990)
Human data
The results of human repeated insult patch tests conducted with formulation containing up
to 2 % salicylic acid confirm that topical application does not cause skin sensitisation. In 3
studies, some subjects were showing a positive response to an ingredient of the product
formulation. Mone of the subjects were sensitive to salicylic acid.

Ref: Procter & Gamble (1988a), (1993g), (1994k)
and Ormris L. (1995)
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SCCNFP/0522/01/ 2002 conclusions

-tccording to the modified Buehler test protocol using the guinea pig, salicylic acid was not
considered as a sensitising agent. However, no data were provided about the experimental
potential risk under maximising conditions or to the confirmation of absence of nsk to
humans.

- The results of human repeated insult patch tests conducted with formulation up to 2%
salicylic acd confirm that topical application does not cause skin sensitisation. Salicylic aad
is not known as a sensibiser.

This submission

Local lymph node assays (LLNA)

Guideline: QECD 429

Species/strain: Female CBA/] mice

Group size: 4 mice per group (except group 4 (25%: salicylic acid): 3 mice per aroup)
Test substance: Salicylic acid

Batch: 52013607

Purity: 9%

Wehicle: 4:1 acetone/olive oil (ACD)

Concentration: 5, 10, 25%
Positive control: Mot included
GLP: Mot in compliance
Study period: 16 - 22 June 1933

Mice were treated by topical application to the dorsal surface of each ear with the vehicle
alone or with salicylic acid (5, 10 and 25%) for three consecutive days. Five days after the
first topical application, mice were administeread with *HTdR. After sacnfice, the draining
auricular lymph nodes were excised and pooled for each expenmental group. Single cell
suspensions (SCSs) of pooled lymph node cells (LMC) were prepared and *HTdR
incorporation was measured. The proliferative responses of lymph node cells (LNC) was
expressed as the number of radicactive disintegrations per minute per lymph node
(DPM/NODE) and as the ratio of HTdR incorporation into LNC of test lymph nodes relative to
that recorded for control lymph nodes. & test substance was regarded as "a sensitizer”™ in
the LLMNA if the test substance resulted in an incorporation of *HTdR at least 3-fold or
greater than that recorded in the control mice.

Results

The ratio between test substance and control lymph node proliferation was: 0.8, 1.5 and 2.5
for 5, 10 and 25% sabcylic acid, respectively. Salicylic acid failed to show positive
proliferative responses at any of the concentrations assayed. The mice showed no wisible
signs of toxicity to salicylic acid throughout this study.

Conclusion

Salicylic acid is 'unlikely to be a strong sensitizer' in the LLMA.
Ref: Unilever, 1993

Non-guideline studies

Two publications were provided as well by the Applicant in which the skin sensitising
potential of salicylic acid was tested in the LLNA. Gerberick ef al. (1992) reported on an
LLNA that was performed in groups of 5 CBAS] mice dosed once daily for 4 consecutive days
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with 12.5 pL of 1, 10 or 20 % salicylic acd in acetone. Stimulation indices (treated wvs
control ratios) of 0.9, 1.8 and 7.2-fold were cbserved. This indicated that the test matenal
was sensitising at 20%.

Ref: Gerberick et al., 1952

Boussiquet-Leroux et al. (1995) published an LLNA using 5% to 20% salicylic acid in 4:1
acetone:olive oil (ACQO). Groups of four female CD1 mice were dosed for 3 days with 25 pL
of test solubion or wvehicle only. The maximum treated/control (T/C) rabic was 1.74,
indicating that the test matenal was not sensitising.

Ref: Boussiguet-Leroux et al., 1995

Human data

The Applicant provided a new human study in_which salicylic acid was tested in a
formulation. In SCCNFP/0522/01 as well, only human data were provided based on patch
tests using salicylic acid in product formulations. Based on all human data, the Applicant
concluded that topical application of formulations containing up to 2% of salicylic acid does
not cause skin sensitisation.

Ref: TEL Research, 2008a and 2008b

The sensitising potential of salicylic acid has been studied in three different LLMNA studies.
Salicylic acid was positive in one LLMA at a concentration of 209 and negative in the other
two LLNA studies. It is well known that strong imitants like salicylic acid can give a false-
positive response in the LLNA, explaining the results observed by Gerberick et af, (1992).
Together with the evidence from the Buehler test provided in Submission I
(SCCMNFP/0522/01, 2002), it can be concluded that salicylic acid has no skin sensitising
potential.

[ 3.3.4 Toxicokinetics

| 3.3.4.1 Dermal / percutanecus absorption

SCCNFP/0522/01/2002 conclusion

Salicylic acid s readily absorbed when applied on the skin. The absorption is strongly
dependent on the vehicle compaosition, pH, and structure of the skin, as well as conditions of
the application on the skin(single dose, repeated doses and ococlusion). The absorption from
topically applied 2 % salicylic acid containing products is in the range of 20 % of the applied
dose. After topical administration on human skin of 1.25 to 1.5 g of a 2 % salicylic acid
containing formulation (cormresponding to 25 ma of salicylic acid) daily for 16 days, the peak
salicylate levels were between 1/10%  and 1/20" of those obtained after the oral
administration of 81 mg of acetyl salicylic acid (baby dose aspirin).

This submission
Animal studies
In vitro data

In vitro percutaneous absorption

In vitro percutaneous absorption studies (OECD guideline 428) have been performed using
Franz diffusion cells and porcine skin dermatomed to a thickness of 500 £ 50 pm. The
receptor chamber was filled with a receptor fluid containing phosphate-buffered saline (pH
7.4) in distilled water, 1% bovine serum albumin, and 0.04% of gentamicin sulfate. The
cells were placed in a circulating water bath to ensure that the skin surface was maintained
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at 32 oC, The integnty of the skin was checked by measurements of transepidermal water
loss, The diffusion experiment was initiated by applying 10 pL of ethanol-water (1:1)
solution salicylic acid (about 3%, w/v) to the entire surface. After an exposure time of 24
hours, the test formulation remaining on the skin surface was removed with a specific wash.
The stratum comeum of the treated area was removed by eight successive tape strippings.
After that, the wviable epidermiz was separated from the dermis. The different
compartments, for each active principle, were analysed using high-performance liquid
chromatography. Six samples were used for each expernimental assay. Dermal absorption of
salicylic acid (epidermis, dermis and receptor fluid) on intact skin was found to be 34.48%
+ 2.56 (n=6). Total recovery was 99.28% = 4,31,

Ref: Rubio et al 2011

WC-salicylic acid was topically dosed with either 10% solutions of natural extracts or ethancl
(control) using a flow through in witro porcine skin diffusion system. Porcine skin was
dermatomed to a thickness of 500 pm. Each square section (1 cm?) was placed into a two-
compartment Teflon flow-through diffusion cell using a well-established protocol. The
dermnal side of the skin sections were perfused using the receptor fluid consisting of a
Krebs—-Ringer bicarbonate buffer spiked with dextroze and BSA (4.5% w/v). The
temperature of the perfusate and the diffusion cells was maintained at 37 °C. The flow rate
of the flow-through receptor solution was 4 mL/h./Salicylic acid was topically dosed either in
10% solution of eight natural extracts or ethanol at a concentration of 1.6 pg/uL as finite
(25 pL) volumes to an area of 1 cm?. Samples of the receptor fluid were collected at the
following predetermined intervals post dose application: ‘0, 15, 30, 45, 60, 75, 90, 105,
120min and then 3, 4, 5, 6, 7, 8, 12, 16, 20 and 24h. &t the end of experiment, the dose
area was swabbed and then tape-stripped six imes. Samples from the perfusate, swabs,
stratum corneum tape strips, dosed skin and mass balance samples were analysed with
liguid sointbllation counter. The dermal absorphion of “C-salicylic acd in ethanol was
40.05% (£ 7.63; n=3).

Ref: Muhammad et al. 2017

In vivo data

In vivo percutaneous absorption in Rhesus Monkeys
The effect of daily topical application on the in wwo percutaneous absorption of salicylic acid
in rhesus monkeys has been investigated (female rhesus monkeys; n=4; aged 7 £ 3 yr;
542 kg). In both single- and mulaple-dose expenments, salicylic aod was administered
dissolved in a small volume of acetone, at a surface dose of 4 mg/cm2 to a lightly clipped
area of the abdomen. In the single-dose study the 14C-labelled salicylic acid were applied
and the dose site was washed, 24 hr after administration, with soap and water. To quantify
absorption, urine was collected for 7 days after dosing and was assayed for 14C
radicactivity by liquid-scintillation counting. Urine samples were collected, after dosing,
according to the following echedule: day 1: 0-4, 4-8, 8-12 and 12-24 hr; days 2-7: unine for
each 24-hr period was combined. In the multiple-application experiments, the ammals
received a chemical dose of 4 pg/fcm2 applied to exacty the same site, every 24 hr for 14
days. The first and eighth applications used 14C-labelled salicylic acid; and other
applications involved unlabelled compound at the same chemical dose. The skin site of
application was not washed between dosings. Mo 'contamination’ of the excretion kinetics of
the second radiclabelled dose by the fist was apparent. The kinetics observed are
independent of the dosing method. Thus, under the conditions used, measurement of
percutaneous abzorption after a single application can be predictive of permeation when
multiple skin contacts occur. The percutaneous absorption of 14C-salicylic acid after a single
topical application was 59 % + 32. In the multiple dose study, cumulative absorption was
67 % + 17 to 78 % * 18 after the 1st and the 8th dose, respectively. According to the
Applicant, this iz unusually high, as the wehicle chosen for this study was acetone, which
maximises skin penetration.

Ref: Bucks =t al, 1920
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Human studies
In vitro data

In vitro Percutaneous Absorption of 4C-salicylic Acid

Guideline: OECD 428/ OECD 28/ 5CCS 1358/10

GLP: MNo

Test system: Human abdominal skin samples (Split-thickness)
Sample number: 12 human abdominal skin samples

Test substance: [phenyl-++C(U)]-Salicylic acid

Batch: 150924

Purity: 99.0 %

Wehicle: ethanol: water (35% w/v)

Concentration: 2% (w/w)

Route: topically, dermal

Dose: 40 pg/cme

Receptor fluid : 5%, w'v PBS with new-bormm calf serum, 2.5 pg/mL

amphotericin B, 100 units/mL penicilin, and 0.1 mg/mL
streptomycin.

Exposure: Single application 2 mg/cm?
Exposure period: 1,2, 4,6,8 10, A2 and/24 h post dose.
Method of analysis: Liguid scinfillation counting
Study period: 1 September 2015 - 11 Movember 2015

Four samples of full-thickness human skin (abdomen) were obtained from male and female
donors. Split-thickness membranes were prepared by pinning the full-thickness skin,
stratum corneum uppermost, onto a raised cork board and cutting at a setting equivalent to
200-400 ym depth using a Zimmer® electric dermatome. The surface area of exposed skin
within the cells was 3.14 cm?. Any skin sample exhibiting a resistance less than 4 ki was
excluded from subsequent absorption measurements. The skin surface temperature was
maintained at 32°C £ 12C throughout the experiment. G 6.28 mg (2 ma/cm?2) of the test
preparation was applied over the stratum comeum surface of the exposed skin of 12 skin
samples obtained from four different donors. The exposure period was terminated at 24 h
post dose. Receptor fluid was sampled at approximately 1, 2, 4, 6, 8, 10, 12 and 24 h post
dose. The highest achievable concentration of the test item in receptor fluid (i.e. if 100%
was absorbed) would be 12.6 mgfL. Since water solubility of the test substance is
2.2 pg/mL, the receptor fluid was considered to be acceptable for use. At 24 h post dose,
the donor chamber was transferred to a pre-weighed pot containing ethanol. The skin was
then removed from the static diffusion cells and dried. The stratum comeum was removed
with 20 successive tape strips. The remaining skin was divided into exposed and unexposed
skin. The exposed epidermis was separated from the dermis. The skin samples were
solubilised with Solvable® tssue solubiliser. All samples were analysed by liquid scintillabion
counting.

The mass balance for all samples was within 100 £ 10%, with the exception of Cell 28
(maszs balance: 89.66%). Similar absorption profiles were observed for all zamples. The
absorbed dose (50.09%) was the sum of the receptor fluid (47.97%) and the receptor
chamber wash (2.129). Dermal delivery (54.00%) was the sum of the absorbed dose, the
epidermis (1.26%) and dermis (2.64%). A summary of the mean results are shown in
Table 3.
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Table 3. Mean results of salicylic acid application to human skin in vitre for 24
hours.
Test Item [**C]- salicylic acid

(%o Applied Dose) | (pg equiv/cm?)
Dislodgeable dose 38.60 + 4.8 15.72 £ 1.96
Unabsorbed dose 39.57 + 4.88 16.11 +£1.99
Absorbed dose 50.09 £ 5.26 20.41 + 2.14
Dermal delivery 54.00 £ 5.12 22.00 + 2.09
Mass balance 93.57% 1.58 38.11 = 0.61

According to the Applicant, the study provides a high-end estimate of skin absorption for
use in risk assessment, as a worst case of 50.09 (1£5.12; n=12) % absorption of salicylic
acid after a continuous 24 hours of topical exposure in ethanol:water (35% v/v).

Ref: Unilever, 2016.

A single dose of [“C]-salicylic acid was applied onto human skin in witre in diffusion cells
under non-ccclusion as well as wvarious occlusive time periods (1, 4 and 8h). The
dermatomed human cadaver skin was clamped onto 1.77 cm? glass Franz cells in a diffusion
cell system. & 12 mL of reservoir fluid volume was filled to capacity with receptor fluid PBS
(0.01 M, pH 7.4). The temperature of the glass cell was maintained at 32 "C. A 5 yL dose of
[**C]-zalicylic acid was applied to the surface of the skin. At regular intervals (1, 4, 8, 12
and 24 h), 1.0 mL of the receptor fluid in each cell chamber was manually collected. Upon
reaching a pre-defined time of occlusion (1, 4 or 8h of occlusion), the wraps were removed.
After 24 hours, skin samples were removed and the skin surface sites were tape-stripped 10
times. The radicactivity in the epidermiz and dermis represented the dose absorbed in the
skin. Mass balance was between 97-114%. The radicactivity recovery as percent of applied
dose of [C]-salicylic acid was significantly higher under occlusion versus non-occlusion in
the epidermis, dermis and receptor fluid after 24 h (p <0.05). Occlusion increases salicylic
acid absorption. The total amount of [*#C]-zalicylic acid absorbed in the skin (epidermis +
dermis + receptor fluid), as a percent of applied dose increased from 4.5% (8% including
15D) under non-occlusion to 50.5% (85% including 150) when under 8 h of occlusion,

Ref: Hafeez F, et al (2014)

A number of studies justify that salicylic acid is readily ionised and skin penetration is
significantly affected by pH and other properties of the vehicle in which it is applied.

Ref: Harada K et al. (1993); Singh P & Roberis MS, 1994, and Leveque N. et al, 2004

In vivo data

Salicylic acid was applied daily over 14 days.at 2% to the face and neck in different vehicles
(a2 hydroalcoholic vehicle and @ créam). The effect of facial skin condition (normal,
acnegenic or photodamaged) on dermal delivery was also assessed. Subjects with
acnegenic skin received topical treatment in a hydroalcoholic vehicle and those with aged or
photodamaged skin were treated with salicylic acid in a cream.

Thirty-eight female volunteers, 18 to 65 vears of age, were assigned to four treatment
groups based on dermatologically assessed facial skin characteristics: two groups of
subjects presented normal skin, one group presented mild to moderate acne, a fourth group
was selected for evidence of moderate to severely aged or photo damaged skin, and a fifth
group, which served as the reference control. The amount of the test matenal applied was
approximately 1.25 to 1.5 g (25-30 mg salicylic acid). Subjects in the oral aspirin reference
group received 81 mg of ASA with 8 ounces of water once daily. On day 15 of the study, all
subjects were confined to the testing facility for 24 h. For the pharmacokinetic study, blood
samples were collected on study days 0, 7, and 12; and for each day of analysis pre-doss
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blood samples, as well as post-dose samples at 5, 15, 30, and 45 min, and 1, 2, 3, 4, 6, B,
10, 12, 16, and 24 h have been collected and total urine was also collected to determine
salicylate excretion. Table & shows the estimated steady-state pharmacokinetic parameters
(Crexy Tmax, terminal half-life and AUC) for salicylic acid in plasma after both topical
application and oral aspirin administration.

Table 4. Steady-state pharmacokinetic parameters in subjects with normal, aged or acnegenic
facial skin after topical application of 2% salicylic acid or in subjects receiving one daily oral
dose of 81mg aspirin.

Skin Vehicle Conax (g fL) | Tmax (h) Terminal AUC (pg h/fL)
Type Half-Life (h)

Normal Cream 293 £ 37 4,30 £ 0.40 5.83 £ 0.73 3108 £ 233
Aged Cream 275+ 58 4,11 £ 0.58 3.93 £ 0.83 2635 £ 302
Normal Hydroalcoholic | 525 + 65° 1.89 £ 0.35% 7.62 £ 0.82 4225 + 4253
Acnegenic | Hydroalcoholic | 487 + 41 1.67 £ 0.24 8.06 £ 1.12 3893 £ 329
N/A Oral aspirin 5282 + 457" | 0.71 £ 0.25° 2,62 & 0.460 22010 £ 39070

Diata presented are mean * SEM for n=10 |normal/crezm) or n =5 [all others groups), a) Significantly different from ‘normal” subjects
|p < 0.05]. b S=tistically different from all topicd treatments. N/& = not applicable.

Data presented in Table 4 indicate that systemic exposure to salicylic acid from the use of a
2% topical product is approximately 15% of that following an oral administration of 81 mg
aspirin. Relative bisavailability for topically applied salicylic acd among normal skin type
subjects were 57.6 and 44 % for the hydroalcoholic and cream delivery wehicles,
respectively.
According to the Applicant, the lower absorption of topically compared with orally
administered salicylates observed in this study is in agreement with earlier reports by other
investigators. Moreover, the slower half-life observed after topical compared with oral
administration indicated that absorption is the rate hmiting step for absorption of topically
appled SA.

Ref: Dawis et al (1997).

A single-centre, single-sequence, two-period crossover study haz been performed to
compare systemic exposures following facial application of a 30% salicylic acid cosmetic
skin peel formulation applied for 5 min and an oral dose of &30 mg aspirin in nine subjects
(2 healthy male and 7 neon-pregnant females; age 35-53). For the topical application, a
30% SA /3% glycolic acid hydroethanolic skin peel solution was applied to the full face. The
solution was kept ‘on the face for 5 min, and was then removed with warm water using a
gauze pad. After a 1-week washout penod, the test subjects ingested two 325-mag buffered
aspirin tablets with 8 oz. of water. Blood samples were collected at 0.5, 1, 1.5, 2, 2.5, 3.5,
6, 12, and 24 h. The pharmacokinetic parameters are shown in Table 5.

Table 5. Salicylic acid pharmmacekinetic parameters in humans after topical skin peel

application and oral aspirin

Parameter Maan Standard Gaometric Mean | Range
Deviation

Topical 30% salicylic acid

[ 0.81 0.32 0.77 0.43-1.57

Twax (h) 2.33 0.54 2.27 1.40-3.40

AUC:x (h. pa/ml) | 6.22 2.56 5.76 3.01-11.40

Ao [h. 6.39 2.38 3.97 3.32-11.635

pg/ml}

Az (b4 0.1% 0.03 0.19 0.14-0.30

Tuz (h) 3.82 0.83 3.72 2.25-4.90

650 mg oral aspirin

Cmax (pa/ml) S6.40 14.20 54.8 34.3-77.5

Trmax (h) 1.03 0.3%9 0.95 0.47-1.50

AUCs o (h. po/ml] | 319.50 104.80 304.20 86.7-464.1
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AlUCs-w (h. 319.50 105.10 304,50 186.5-464.4
va/ml}

Az (A1) 0.32 0.04 0.31 0.26-0.38
Ty (h) 2.23 0.27 2.21 1.84-2.72

The mean (SD) maximum SA concentration [Cre.) was 0.81 (0.32) pg/mL and 56.4 (14.2)
pa/mL. The AUC-based safety margin ratioc was 50:1. A depot effect was observed during
topical application of the skin peel solution as the absorption of S4 conbinued beyond the
5 min application period. Plasma SA Cra. values were achieved from 1.4 to 3.5 h after
topical application and from 0.5 to 1.5 h after oral aspirin.

Ref: Fung et al (Z008)

According to the Applicant, the plasma concentrations in the Fung et al. study (30%; 5
min) were similar to that of a low concentration (2%) applied in a leave-on product to the
same body surface area. Reviews of the safety of skin peeling agents have been performed
by Bari et al., (2005) and Arif et al., (2015).

The percutaneous penetration of salicylic acid was studied after topical application to the
forearm of human wvolunteers. The penetration through the skin was quanttated by
measuring “C salicylic acid appearance in urine. In the expenments, a 4 pg/cm? solution of
14C salicylic acid dissolved in acetone was applied to a 13 cm? area of the ventral forearm
(n=17). The skin site was not protected, and the subjects were asked not to wash the area
for 24 hours. The unnary excretion was then measured for 5 days. Total absorption of C
salicylic acid after topical application was 22.78% + 13.25 of the applied dose.

Ref: Feldmann & Maibach 1970

A study compares percutansous absorption of salicylic acd in the isclated perfused porcine
skin flap (IPPSF) system with that in humans in vive. In vivae human study included five or
six normal volunteer outpatients per group. *C-zalicylic acid was dissolved in 50 pL ethanol
and a dose of 39.7 po/ocm? was spread over a 10 cm? skin surface area, 24 hours, n=6,
unoccluded. The subjects were instructed to collect all unne In the containers provided for
that day and the subsequent & days. At 7 days after application the skin dosing site was
tape-stripped 10 times for residual chemical. Percutaneous absorption was determined from
the 14C-urinary excretion. The percutanecus absorption values were, for human skin and
the i1solated perfused porcine skin flap system 6.5% + 5.0 and 7.5% + 2.6, respectively.
Ref: Wester et al 1998
SCCS comment
Salicylic acid is readily jonised and skin abserpbion is significantly affected by pH and other
properties of the vehicle in which it 15 applied. In view of the high variability of dermal
penstration wvalues reported in the different studies, the SCCS estimates a dermal
absorption rate of 60 % for salicylic acid. This value comresponds to the value of 60%
absorption rate used by RAC (March 2016).

3.3.4.2 Non-dermal absorption

Oral route
Salicylic acid is well absorbed across the GI tract and is rapidly distnbuted throughout the
extracellular fluids and most tissues.

Ref: Goodman & Gilman, 2006

A comparison between rat and human oral kinetics is presented in Table 6.
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Table 6. Data from a range of kinetics studies in rat and humans, comparing oral doss (in
ma/kg/day) with reported Corue (pa/mL) values.

Dos Coneme | - Tuaz AUC Clearance
Substance | Species = miL mg [ Lhr Source
pec g kg ;:p.f ) 9
Mo data Mo data Mo data Mo data Tanaka
&t al
Salicylic Acid | Rat 150 266 & M.6 1973
Mo data Mo data Mo data Mo data Wikian
150 mgikg et al.,
Aspirin Rat twice daily 238 2D 1977
Kershaw
et al
Aspirin Hurnan 16 45 1587
Bochner
et al
Agpirin Hurman 0.EY 4.35 1908
0.7140.25 2.62% 2201 Davis et
Agpirin Hurman 1.35 5.28 {kr] 0.4 (hr) al 1557
Single oral 1.0340.39 2.230.27 | 319.84105
adminstrati Fung et
on of G50 al 2008
Agpirin Hurman g 56.4414.2
Nagelsch
mitz &t
Agpirin Hurman 8.3 2285 al 2014

*median values from a range of observed values.

SCCS comments

The SCCS notes that to compare toxicokinetics between different species at least Toax
assocated with Crae 15 needed, along with half-life, AUC and cearance (ref: Miaskiewicz et
al 1982). No robust data have been provided on salicyhc acid kinetics for both species (rat
and human) to enable companson of the kinetic parameters. Therefore, the SCCS disagrees
with the Applicant that a factor of 4 accounting for inter-species toxicokinetic differences is
not required.

Inhalation
Salicylic acid 15 neither volatile nor airborne and therefore, there are no studies on lung

ADME. There are mo spray or acrosol producks containing salicylic acid in current use
(Créme Global, 2017).

3.3.4.3 Distribubion

Salicylic acd 15 a weak aod and after oral administration it i1s found in the unionised form in
the stomach. Salicylic acid is well absorbed in humans from the gastrointestinal tract and
rapidly distributed throughout the extracellular fluid and most tissues. High concentrations
are found in the liver and the kidneys and 50 to 80 % of salicylic acid in plasma is bound to
albumin and other proteins.

Placental absorption

Whole body autoradiography analysis of pregnant mice revealed that “C-salicylic acd 1s
able to pass through the placenta to reach the fetus (Tjalve et al. 1973; Koshakji &
Schulert, 1973). Placental absorption of salicylic acid using a non-standardised in vitro
model procedure has been studied by Shintaku et al. (2007) so as to devise a
pharmacokinetic model of human placental absorption. In witre human placental perfusion
was carried out based on the method reported by Schneider et al. (1972). Salicylic acid at
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8 pg/mL was dissolved into the maternal perfusate on the maternal side of the placenta.
Matemal and ‘fetal’-side effluents were sampled for 60 min. The study shows the potential
of salicylic acid to cross the placenta.

SCCS comment
SCCS agrees that salicylic acid has the potential to cross the placenta.

Parenteral route

All available sub-cutaneous (SC) and intravenous (i.v.) ADME studies for

outlined in Table 7.

salicylic acid are

Table 7. Paren

eral route studies on salicylic acid in animals and in humans.

Number/ Dose Application Observations Referance
species
Salicylic acid
Rat - Sprague | 300 Sub-cutaneous injection | 4.06% of the injectad Koshakji &
Dawlay mag/kg to gravid rats terminated | deoss was found in fetal Schulert, 1973
after 1h Hssue
Male Fischer Sor30 |2 and 25 months 5 mag/kg: McMahon =t al
344 Rat magkg animals; i.v. in 4:1:1 Plasma SA conc. 17-28 1990
solution pa/ml
Emulphor:ethanoliwater | Tyz(3mth) 4.08h
Tyz{25mth) 21.2h
50 mag/kg:
Plasma SA conc. 100-120
pa/ml
Tyz{3mth) 20.1h
Tyz(25mth) 21.5h
Diag ig i, in sodium >30% recovered in urine | Alpen et al 1951
bicarbonata over 30-36hr; 50%
unchanged as salicylic
acid; 25% glucuronates;
10% salicyluric acid; 4-
5% gentisic acid
Human Mot [E'S £9% recovered in urine Feldmann B
reported after 4h Maibach, 1370

3.3.4.4 Metabolism

Salicylic acid i1s the principal metabolite of acetylsalicylic aod (ASA, aspirin) which is a
common analgesic medicine. A scheme of the major possible metabolites of salicylic acid, as
identified in mammals, is presented in Figure 1.
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Figure 1. Scheme of the possible major metabolites of salicylic acid, Ref: CIR 2003 review

These metabolites have been detected and in some cases quantified in the ADME/PK studies
described in this section. These metabolites are formed mainly as the result of hepatic
microsomal cytochrome P450 enzymes and phase 2 glucuronosyl transferase (UGT)
conjugation enzymes.

Studies reported by McMahon et al. (1920), performed on rats, demonstrated that salicylic
acid can be metabolised to salicylunc acid, salicyl-glucuronic acid, oxidative metabolites
(2,3-dihydroxybenzoic acid (genbisic acid) and 2,5-dihydroxybenzoic acd) and other
glucuronides and glycine conjugates. All these metabolites, as well as unchanged salicylic
acid, are eliminated almost entirely and rapidly via the urine.

Expenments in rats (McMahon et al., 1990) showed that following single salicylic acid doses
of 5 or 50 ma/kg bw, the compound i1s excreted in urine, predominantly as salicylic acid and
salicyluric acid, and to a lesser extent oxidative metabolites (2,3- dihydroxybenzoic acid and
2,5 -dihydroxybenzoicacid), and other conjugated salicylic acid compounds (as salicyl ester
glucuronide or salicyl ether glucuronide).

In humans the major metabolic pathway for elimination of salicylates is via conjugation. The
principal metabolite in humans s salicylunc acid. & minor oxidative pathway leads to the
production of 2,5-dihydroxybenzoic acid (gentisic acid, 25DHBA) and 2,3-dihydroxybenzoic
acid.

SCCS comments

Based on the studies provided by the Applicant, the SCCS is of the opinion that metabolism
for salicylic acid in rats and humans is at least similar. It is metabolised mainly to salicyluric
acid and comjugated salicylic acid compounds, with a small proportion of oxdative
metabolites.
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[ 3.3.4.5 Excretion

McMahon et al. (1990) showed that oral salicylic acid 15 excreted almaost exclusively in the
urine in rats. Less than 1 % was found in bile (as unmetabolised salicylic acid), as exhaled
carbon dioxide or in feces. This study reported a shift in urinary excretion at high
concentrations, towards a higher proportion of oxidative metabaolites in older rats. Salicylic
acid 15 excreted by renal excretion as an unchanged chemical enbity (10 %) or after
conjugation with glycine (salicyluric acid 75 %), with glucuronic acid (salicyl acyl and
phenolic glucuronides 5 %) and/or after hydroxylation (gentisic acid < 1 %) (Goodman &
Gilman 2006). Excretion is almost complete in rats within 24 hours, rrespedchive of the route
of administration. Similarly, in humans, excretion 15 almost all in unine, and almost complete
within 24 hours after all routes of exposure.

3.3.5 Repeated dose toxicity

Mo OECD guideline repeat dose 28-day or 90-day sub-chronic study data are available on
salicylic acid via the oral and inhalation routes.

3.3.5.1 Repeated dose (28 days) oral / dermal / inhalation toxicity

SCCNFP/0522/01/2002

- No systemic toxicity was noted from sub-chronie dermal tooxicity studies conducted in
the rabbit at the highest dosage of 120 ma/ka/day salicylic acid formulations; dermal
irritation was the main recorded observation.

- The chronic oral toxicity study performed in rat with acetylsalicylic acid at a
concentration of 200 ma/ka/day during 200 days showed no significant toxic effects
compared to the control group at this dose level.

- In humans, toxic effects were reported when 10 g or more of salicylates were given
crally in single dose or divided doses within a period of 12 to 24 hours. Children are
more sensitive than adults to salicylates. Reye's syndrome in children is associated
with the ingestion of acetylsalicylic acid.

Repeated dose dermal toxicity

Animal data

14-days sub-chronic percutaneous toxicity firritation study

Guideline:
Species/strain:
Group size:
Test substance:
Physical form:
Batch:

Purity:

Wehicle:

Dose levels:
Route:
Administration:
GLP:

Observation period:

Study period:

in‘accordance with IRDC SOPs

female and male rabbits/ New Zealand
4 groups of 3 male and 3 female rabbits
salicylic acid

liquid

/

/

8% propylene glycol butyl ether in ethanal
2 mL/kg day

topical application for 13 days

once daily

fes (1987)

14 days

8 April 1993- 8 July 1993
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A 14-day sub-chronic percutaneous study was performed in four groups of 3 male and 3
female Mew Zealand White rabbits administered topically at 2 mU/'kg/day of salicylic acid-
containing solutions. The concentrations tested were 0%, 2%, 10% and 25%
{corresponding to 0, 40, 200 and 500 mog/ka/day) of salicylic acid in a vehicdle solution. After
a 7-hour penod of daily exposure, the application site was washed with water and dried.

Results

Mo deaths were observed during the study. Dose-related slight to marked erythema and
oedema were noted for all dosage groups. Desquamation was most often noted in the 25 %
salicylic acid group; fissuring of varying degree was cbserved in all dosage groups. Eschar
was noted in the 10 % and 25 % dosage groups; exfoliation was noted on day 13 in a 25%
dosage group. Atonia was predominantly observed in the amimals treated with 10 and 25 %
salicylic acid. These signs were generally noted between days 7 to 14. The changes in the
body weights of animals were considered as not remarkable during the study. Concerning
clinical findings, no visible abnormalities were noted at necropsy in any animal beyond the
dermal irmitation observed at the test sites. Under the expenmental conditions adopted, the
test articles were considered as dermal imtants by the investigators.

Ref: Procter & Gamble, 1993f

All amimals survived after 28 days of treatment. There were no test article-related effects on
appearance, behaviour, body weights or ophthalmoscopic examinations. Slight to marked
erythema, desquamation, fissuring, oedema and slight to_moderate atonia were noted at
the site of application. The greatest seventy for all findings, particularly scab formation, and
desguamation, was observed most predominantly in the high-dose group and dunng the
first 28 days of the treatment. The differences noted in body weight gain and in the body
weight change valuez were not considered treatment-related. Mo test article-related
toxicologic findings were detected in amy haematological, biochemical or urclogical
parameters. Serum salicylate was noted in all groups at 1 hour after dosing; the maximum
levels cccurred between 2.5 and 7 hours after dosing. A low incidence of trace to mild
myocardial degeneration was cbserved in all treatment groups and the vehicle control group
at the terminal sacrifice. However no dose-response relationship was retained with respect
to either lesion incidence or severnity. Under the expenmental conditions adopted, the tested
formulations were considered irritant.

Ref: Procter & Gamble, 1994&1994d;

Human data

Mild chronic salicylate intoxication is defined as salicylism and cases of thiz and metabolic
acidosis have been described after topical application of salicylic acid. Salicylism can be
severe and depends among varnous factors such as the age of the patient, the intensity of
the skin damage, the concentration of salicylic acid in the formulation, and the suiface of
application. Salicyliem symptoms can appear within a short pericd of treatment.

Ointments containing salicylic acid 3 to 6 % have caused nausea, dyspnoea, loss of hearing,
confusion and hallucinations 1n three patients with extensive psonasis. The cream was
applied six times a day and combined with UV therapy. Salicylism symptoms developed in 4
days and were associated with significant salicylic acid plasma levels of 46 to
64 mg/100 mL. Symptoms disappeared rapidly after discontinuation of the ointment
applications (Von Weiss & Lever, 1964). Another salicylism case was reported in a man with
a widespread psonrasis that covered 80% of his body surface. The patient was treated with
10% topical salicylic acid on the first 2 days of hospitalization and 20% salicylic acid on the
3 day on all involved areas of the skin. The serum level of salicylic acid was 93 mg/100 mL
(Jabarah et al 1997).

The signs and symptoms of intoxication with salicylic acid vary according to the level of
salicylic acid in the plasma. Symptoms may be present with levels of salicylic acid in the
plasma as low as 10 mo/100 mL (Von Weiss & Lever, 1964). Ordinarily, symptoms that
occur at levels below 35 mg/100 mL are guite mild. Salicylism can be acute or chronic and

100



SCCS 1601718
Final Opinion

Opinion on salicylic acid (CAS 89-72-7) - Submission I - Comrigendum of 20-21 June 2019

usually develops when blood concentrations of salicylate are greater than 3% mg/mL (Madan
and Levitt 2014). The most common early symptoms are difficulty in hearing, tinnitus,
nausea, and hypernea. The dlinical manifestations of intoxication with salicylic acid include
gastrointestinal, respiratory, renal, metabolic, neural, and psychic disturbances. Systemic
effects of topical salicylic acid are minimal when it 15 applied to intact skin in low to
moderate doses, Conversely, with a break in the stratum cormeum, measurable levels of
salicylic acid can be found in the body even after application of low concentrations in
hydrophilic cintment. Toxicity from the application of as litde as 1% to 2% salicylic acid has
been reported in neonates. (Madan and Lewvitt 2014).

In humans, severe salicylism by the dermal route is normally associated with a diseased
state of the skin compounded by the multiple applications to large areas of the body. The
application of salicylic acid to extensive areas, particularly in children, may involve a nsk of
toxicity from high levels of dermal absorption (Galea & Goel, 1989; Chiareth et al., 1997).
Children are particularty susceptible.

Repeated dose inhalation toxicity
!

Salicylic acid is not used in spray or aerosol cosmetics. This was venfied by Créme Global
(2017).

SCCS comment

Mo robust data have been provided to enable proper assessment of the repeated dose
toxicity by inhalation. Since the Applicant does not intend to use salicylic acd in
spray/aerosol products, inhalation toxicity is not considered in this Opinion.

3.3.5.2 Sub-chronic (90 days) oral / dermal / inhalation toxicity

Animal data

Sub-chronic dose dermal toxicity

Two 91-day studies were performed in New Zealand White rabbits in order to assess the
sub-chronic cutaneous and systemic toxcity of two cleansing formulations containing 0.5%
salicylic acd (Procter & Gamble 19903, 1990b). 2 mL kg of the test artide, corresponding to
10 ma/ka, was applied to/intact skin of the rabbits, with 7 hours daily exposure, 5 times a
week. The neat or 50% w/v in distilled water diluted product was applied. Controls were
treabted with distilled water. The following ohservations were performed during both studies:
clinical data (food consumphion, fasces, behaviour), dally dermal initation observations,
body weights records, mean haematology walues (meutrophil, monocytes, basophil,
leucocytes and lymphocytes counts), gross pathology findings (organ lesions, skin lesions),
organ weights and histopathology findings. No deaths were observed during the study. No
statistical differences were found in mean body weight or in organ weight. Transient dermal
irritation including erythema, ocedema, atonia, desguamation and fissuring, varying up to
moderate intensity and transient slight to moderate desguamation were observed and
considered related to the treatment. No systemic toxicity was observed as confirmed by the
clinical evaluation, the «clinical chemistry, haematological and  histopathological
examinations. The tested products were considered slightly and transiently irritating to the
skin when applied neat or at a concentration of 50% w/v to the intact rabbit skin.

A 91-day sub-chronic cutaneous toxicity study was performed in Mew Zealand White rabbits
treated with cleansing formulations containing 0.5% to 6% of salicylic acid in propylens
glycol butyl ether/ethanol (vehicle), comresponding to topical doses of 10, 20, 40 or 120
mg/kg of salicylic acid (Procter & Gamble, 1994, 1994d). Two controls group were induded,
one with untreated animals, one with vehicle treated amimals. The tested product was
applied once daily during a seven hour period, five days per week at a dosage volume of 2
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mil/kg to the intact skin of the animals. A first 28-day period was followed by an intenm
sacrifice of five animals per group; the remaining animals continued to be cbserved until the
end of the 91-day treatment. The observations recorded during the study were: dinical
signs, dermal imtation, body weights, opthalmoscopic examinations, haematological
parameters (haematocnt, haemoaglobin, erythrocytefleucocyte and platelet  counts,
coagulation times), biochemical parameters (ASAT, ALAT, alkaline phosphatase, glucoss,
urea nitrogen, bilirubin, cholesterol, albumin, globulin, total protein, creatinine, electrolytes,
phosphorus, calcium), urological parameters (volume, specific gravity), serum salicylate
analysis, macroscopic and microscopic examinations, organ weights.

All animals survived after 91 days of treatment. There were no test article-related effects on
appearance, behaviour, body weights or ophthalmoscopic examinations. Slight to marked
erythema, desguamation, fissuring, oedema and slight to moderate atonia were noted at
the site of application. After 91 days of treatment, the severty and frequency of
hyperkeratosis, acanthosis and dermal inflammation were greatest in the high-dose group.
The differences noted in body weight gain and in the body weight change values were not
considered treatment-related. No test arbicle-related toxicologic findings were detected in
any haematological, biochemical or urclogical parameters. Serum salicylate was noted in all
groups at 1 hour after dosing; the maximum levels ocourred between 2.5 and 7 hours after
dosing. A low incidence of trace to mild myocardial degeneration was chserved in all
treatment groups and the vehicle control group at the termmal sacnrifice. However no dose-
response relationship was retained with respect to either lesion incidence or severity. Under
the experimental conditions adopted, the tested formulations were considered inritant.

3.3.5.3 Chronic (= 12 months) toxicity

Mo chronic data have been submitted.

SCCS overall conclusion of repeated dose toxicity

SCCS considers that the assessment from SCCNFP (2002) concerning the toxicity of salicylic
acid after repeated exposure remains valid.

In particular:

- Mo systemic toxicity was noted from sub-chronic dermal toxicity studies conducted in the
rabbit at the highest dosage of 120 mao/kgfday salicylic acid formulations; dermal imitation
was the main recorded observation.

- In humans, toxic effects have been reported after topical application of salicylic acid to
extensive areas of the body in diseased zkin. Children are more sensitive than adults to
develop salicylism, thus the topical application of salicylic acd may involve a risk of toxiciby.
Reye's syndrome in children 15 associated with the use of acetylsalicylic acid dunng a wiral
iliness.

[ 3.3.6 Reproductive toxicity

| 3.3.6.1 Fertility and reproduction toxicity

There 15 no standard guideline two-generation reproductive toxicity study available for
salicylic acid by any route. As per the SCCNFF 2002 Opinion, the REACH dossier for salicylic
acid and the RAC 2016 Opinion, evidence on fertility and reproductive parameters following
oral exposure to sodium salicylate or acetylsalicylic acid (aspinn) are used to support the
conclusion that salicylic acid does not have significant effects on fertility. This s on the basis
that sedium salicylate and aspirin ingested orally are readily converted to systemic salicylic
acid, and so in essence the reproductive organs are actually exposed to salicylic acid
following intake.
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A detailed analysis of reproduction in humans exposed to aspinn was conducted by Novacyl,
including review of a new epidemiclogy literature analysis by an external expert. In 2013, a
CLH dossier was provided by industry with an update including this new data analysis of
human exposures and the lack of reproductive effects for the fertility endpoints observed
following widespread exposures to aspinn.

Taken from RAC (March 2016)
The assessment of salicylic acid s based on read-across data from studies on methyl

salicylate (MeS) and acetylsalicylic acid (ASA). The studies used in the assessment are
summarised in the table below.

| Table 8. Summary of fertility studies
Summary of e fertilly Suckes Dken oo sssessment
Srody desiga, Cest Demes

murial, ypeciam

‘Comlusions

3-pareration shudy (Colline af
al., 1971), MeS, male and
Famalz Despome-Mendal rats

500, 1500, 3000 and 5000
eom {equivalont w 1.5,

3.5, 135, 325 mofkp be'd
as safcylhc ackd) in the diet

No sacisticaly sgnificent
acreass in ferdity index was

ot any dose for any
generation

J-germration study (Abtoet &
Hparizsgn, 1378), HeS, male

2500 and $003 ppm
fequivelent to 113 and 225

Honesignificant decresss in
mating perismmance for the

ANl femaks WELE rais kg D' &3 SaRCyiC SO

in thie diet

S G S,

2500 and 5003

{mquivelent to 324 and &48
mgfeg bawgd as salicylc acid)
in the deet

W pefwerme effets were
resorted on any resroductive
paramastar.

2-pereration shudy (Abbott &
Hariuson, 1978), Hes, mals
an: fmmale mos

2-gurmration sbudy,{ MTP,
L864a) coninunu bresding
protood , MeS, C0-1 mice

25, 50 and 100 mg/ky bw'd
§22.5, 43 mnd 95 mafog bwd
a= saloylic acd] by gavage
100, 280 and 550 malkg

byl {883, 329 and 490
Mg bw'd 26 salloylie acidy

tio diects on Fortifty were
rmprted.

L-pereration study (NTP. o offect on Fertlity indes.
L6k, contimunss breed)

promod , MoS, Che1 mioe

Earciliny tner, [Sokmrdain e A soen lwsel o AEA sid nar mgrificanty
ol 1969), ASA, . male pad 0.4% in the diet (210 mgflp  |affect male or female fertiiny.
femake rals b WS4, ogubalont o 181
: This s | mcdersts
g baw as salicpic sod) bw. 'mlnmﬂuw
SEUENE e fROFESEOT
demales.

Mare: alf the shudies in e tadle sbove bave 8 Kiimis rebinbity soore of 2

Mone of these studies have been done with salicylic acd but with methyl salicylate or
acetylsalicylic acid. These studies also showed a number of deficiences in relation to current
test guidelines in terms. of parameters studied, but the results were consistent. No
statistically significant effect on fertility was reported in any study. In addition, Z-year
chronic toxicity studies in rats and dogs (Webb, 1963) showed no abnormalities in sexual
organs (testes/prostate or owaries/uterus). The adverse effects on reduced wiability of
offspring reported pnmarily in rats represent developmental toxicity rather than a reduction
in fertility in either males or females.

SCCS comments
SCCS agrees that salicylic acid should not be classified as a reproductive toxicant for the
fertility endpoints.

3.3.6.2 Developmental Toxicity

In March 2016, the Committee for Risk Assessment of the European Chemical Agency
proposed to classify salicylic acid as a category 2 reproductive toxicant (ECHA, 2016). The
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classification 15 based on adverse developmental effects in two arimal species (rat and
monkey).
All developmental studies on salicylic acid have been performed in ratz and are summarised
in table 9.

Table 9. Reproductive and developmental animal studies with salicylic acid.
B Test Route of
Spedes | oo exposure Dosage Results Reference
Maternal martality 0%,
0.4%: body weight qussfltmcic |
symptoms, 71% neonatal mortality
Wistar Oral, days g- | 008 01, 0.2 & and growth retardation in foetuses.
Rat Salicylic 14 of ays 0.4 % in diet 0.2%s: growth retardation, skeletal | Tanzka et al
20 per arid eration (50t abnormalities. 1973a*
group g 200 mg/kg/day) 0.1% and 0.06% no significant
adverse effects.
MOAEL 0.1%
fajprm( :"gngrq.-"ku;daﬂd 5
Wistar ay: 3 dams di
- Oral, days 8- lf.}ﬂ% | martality.
et 53.'5“*"‘: 14 of :'rfgﬁf‘“ or 300, 150 mag/kg/ day: 26% fetal Ig;gti*—‘" al
per ad gestation ‘g once dzily mortality, reproductive effects.
group NOAEL 75 mg/ kg, day
Sorague Oral, 10 Increase in time of onset of
. mag/kg twice parturition; duration of parturition
%tﬂiﬂ" S:ilaq'llc daily, days 20 ma/ka/day increased in one animal; inoreased ::I'alarg;g =t
= 10 20 B21 of bleeding at parturition in 4 animals. -
n= gestation No fetal deaths.
Sub- Y
Sprague UtEneous Marked maternal weight loss; Kashakii
T P 3i B
Damy Sa_llq-llc dose on day | 300 ma/kafday dea'eas_.ed. fetal weight; 46.6% Schulert,
Rat acid g o resorption rate, 5.3% fetal 1973
n=17 gestation malformations.

*From this review, Tanaka et al 1973a is the pivotal study vielding the lowest NOAEL for the risk
assassment.

Following review of the available toxicology data, the pivotal study (for deriving the point of
departure {(POD) as a toxicolegical benchmark for the safety evaluation of salicylic acid)
remains the samedin this dossier as was concluded by the SCCMFP in 2002, namely the
developmental toxicity study on salicylic acid by Tanaka et al., 1973a. The POD is expressed
as a no observed adverse effect level (NOAEL) of 75 rngfkgfda',-' relating to the most
sensitive toxic endpoint i.e. teratogenicity in the rat as the most sensitive species.

Tanaka et al., 1973 a

Guideline/method: Equivalent to OECD Guideline 414 (Prenatal Developmental Toxicity Study)

..:pemes.u" strain: Rat/Wwistar

Group size: 20 females per dose

Test substance: Test substance: salicylic acid; 0.5% in CMC (carboxymethyl celluloss); No
other data

Batch:

Dose levels: 0.06%, 0.1%, 0.2% and 0.4% in the diet (50.7 £ 0.6, 77.4 %+ 1.0,
165+ 2,1, 205,92 + 18.9 mg/kg bw/d, respectively)

Positive control: f

Route: Cral dietary administrations

Exposure period: Exposure was limited to the perod of organogenesis (GD 8-14 only)

Exposure frequency: Daily

GLP: Mo

Study period: f

On day 20 of gestation, 15 of the 20 amimals were sacrificed and 5 were allowed to deliver
their offspring. The offspring were weaned on day 21 and their weight and growth recorded
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every 3 days. After 56 days, the offspning were sacnficed and any visceral or skeletal
abnormalities were recorded.

Results

In the 0.4% dose group (205 mg/kg bw/day):

- a marked body weight loss was observed in dams at the beginning of salicylic acid
administration, but a gradual increase in body weight was then observed after GD 11
day. This decrease in body weight was assumed to be due to a decrease in food intake,
but no deaths were observed.

- uterine and placental weights were significantly lower than controls, but there were no
marked differences in the number of corpora lutea or in the rate of nidation in all groups.
There was 71.2% neonatal mortality in this group. One dam gave birth to six offspring
and all died within a day.

- litter size and body weight and length as well as tail length were statistically significantly
decreased. Effects observed at 56 days in offspring were 29.6% external anomalies,
13.6% intemal organ anomalies and 46.8% skeletal anomalies.

- matemal effects expressed as tempeorary body weight loss with toxic symptoms
(=alivation, piloerection) and the following fetal effects: high fetal mortality (no live
fetuses in 9/15 dams examined), high frequency of complex anomalies (cranioschisis,
myeloschisis, pes varus, oligodactyly etc.) and dose-related fetal growth retardation.

In the 0.2% dose group (165 mg,/kg bw/d):

- fetal effects (fetal anomalies and growth retardation) were seen in the absence of
maternal effects. This dose resulted in a maternal serum. concentration of about 116
microgramymL.

- the body weight and length and the tail length were statistically significantly decreazed.
Effects observed at 56 days in offspring were 3.8% external anomalies, no internal organ
anomalies and 14.6% skeletal anomalies.

In the 0.1 and 0.06% dose (approximately 75 and 50 mg/kg bw/d, respectively)
groups:
- the two lower doses caused neither maternal nor fetal effects.

In conclusion, this academic non-GLP compliant study illustrates the potential of salicylic
acid to induce embryofetal towicity at dose levels equal to or higher than 0.2% and
malformations at the matemnally toxic dose level of 0.4% following dietary administration in
Wistar rats between days 8 and 14 of gestation.

The no observed adverse effect levels (NOAELs) were defined at 0.2% (16% ma/kg bw/d)
for matemal toxicity@nd 0.1% (75 ma/kg bw/d) for developmental toxicity.

Tanaka et al., 1973 b

Guideline/method: Equivalent to OECD Guideline 414 (Prenatal Developmental Toxicity Study)

Species/strain: Rat/Wistar

Group size: 20 females per dose

Test substance: Test substance: salicylic acid; 0.5% in CMC (carboxymethyl celluloss); No
other data

Batch:

Dose levels: 75, 150 and 300 mgf/kg in a 0.5% soluton of sodium
carboxymethylcellulose

Positive control: f

Route: Cral gavage

Exposure period: Exposure was limited to the perod of organogenesis (GD 8-14 only)

Exposure frequency: Daily
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GLP: Mo
Study period: f
Results

In the 300 mg/kg groups of salicylic acid, the body weight gains were inhibited with toxic
symptoms such as salivation and piloerection, and some animals died within a few days
after the beginning of the administration and high fetal mortality prevailed. Decreased
uterine weight was observed in animals of the 150 and 300 mog/kg dose groups as
compared to controls; these groups had 25.7% and 1009% fetal mortality, respectively.

Litter size and necnatal body weight, body length, and tail length were significantly
decreased in the 150 mog/kg dose group.

The incidences of external, intemal, and skeletal anomalies in offspring autopsied at the 56T
day were 1.8%, 0%, and 2.5%, respectively, for the 75 mg/kg group and 27.8%, 12.7%,
and 65.7%, respectively; for the 150 mgfkg group. The offspring from animals of 150
mg/kg salicylic acd group had decreased body length and tail length compared to controls.
The thyroid weight of male offspring from the 75 mag/kg group was significantly decreased
compared to controls. The incidences of external organ, internal organ, and skeletal
anomalies in offspring were 0%, 5.0% and 0% respectively, for the 75 ma/kg group and
13.7%, 17.2% and 79.29% respectively, for the 150 ma/ka group.

Under the conditions of the present experiment, salicylic acid administered by gavage is
embryotoxic in the rats and induces malformations at maternally toxic doses. The
teratogenic effect of salicylic acd may be considered as possibly due to direct action of the
agent on the foetus, since a relative distribution of the agent was found in the foetus
through the placental barrier.

The MNOAEL (maternal): 150 mofkg and the NOAEL (development): 75 malkg were
identified.

Taken from RAC (March 2016)

The resultzs of the studies demonstrated that zalicylic acid has an embryo-/foetotoxic effect
in rats with dose-dependent growth delays, fetal death and malformations. Early
developmental effects were clearly ssen in the absence of matemal effects. The
teratogenicity of salicylic acidmay be attributable to a direct action of the compound. This
finding is further -supported by the mechanistic study of Greenaway (1982) in which
teratogenicity of salicylate in rat embryos was shown independent of maternal factors after
exXposure in vitra.

However, although there was a general resemblance in terms of skeletal and internal organ
abnormalities observed, the pattern of malformations following exposures to salicylic acid
and acetylsalicylic acid 1s slightly different, as described in the studies of Tanaka and Gupta.
One explanation could be the differences in the expenmental protocol, such as the moment
of exposure during organogenesis. However, differences in effects following exposure to
salicylic acid and acetylzalicylic acid were shown in in vitro cultured rat embryos (Yokoyama,
1984): the anomalies induced by acetylsalicylic acid were systemic (e.g. crown-rump length
significantly reduced) while those induced by salicylic acd were more localised (e.g. facial
anomalies).

The study in monkeys also showed teratogenic properties with acetylsalicylic acid but with
lower magnitude.

By contrast, the effects in rabbits were limited to slight growth retardation and were
present only at doses much higher than in the rats and monkeys. Mo skeletal malformations
were reported and at the highest dose only one kit of a dam had hydrocephaly.
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Cwerall, salicylic acid was shown to have teratogenic properties but with species differences
in potency: strong in rats and lower in monkeys. In contrast, the teratogenic potential in
rabbits was practically non-existent. The data from humans are considered inconclusive.

In conclusion, taking into account the available data, including pharmacokinetics, in vitro
tests with acetylsalicylic acid and salicylic acid, developmental studies in animals (positive
findings in rat and monkey studies and a negative rabbit study), human epidemiclogy and
medical experience, the RAC considered classification of salicylic acid as Repr. 2; H361d
{Suspected of damaging the unborn child) to be justified.

SCCS comments

SCCS agrees with RAC that salicylic acid 15 a developmental toxicant. Harmonised
classification of salicylic acnd was recently published in Regulation 2Z018/1480 and is
classified as Repr. 2 (H361d Suspected of damaging the unbom child).

For MoS calculation, SCCS uses the developmental NOAEL of 0.1% (75 mo/kg bw/day)
denved from Tanaka et al. (1973a). The developmental effects observed in this study are
the most sensitive effects after repeated exposure to salicylic acid. This is also in agreement
with the previous SCCNFP Opinion (2002) and is also supported by Tanaka et al. (1973b).

| 3.3.7 Mutagenicity / genotoxicity

| 3.3.7.1 Mutagenicity / genotoxicity in vitro

From SCCMFP/0522/01/2002

Studies have been performed in order fo assess the mutagenic/genctoxic potential of
salicylic acd and acetylsalicylic acid. These results are summarised in the following tables 10,
11 and 12.

Table 10. In vitro mutagenicity in Bactena and Yeast

Methods Test article Metabolic Results Reference
activation

lAmes tests r salicylic acid |With negative McCann, 1975
acetylsalicylic without Kawachi, 1979
acid 500 pg/mL

lAmes tests salicylic acid Mo data available negative McCann J., 1975

3o 807 M
[Bacillus subtilizs| salicylic acd Without positive Kawachi T., 1979
Essay peetylsalicylic acid

Table 11. In vitro mammalian clastogenicity

Methods Test article Metabolic Results [Reference
activation
Cultured CHO salicylic acid With and without pegative |Stich HF, 1981
cells (3 hour 1.5 to 25 ma/mL
lexposure)
34
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Chinese hamster  |salicylic acid Wikhout positive  [Ishidate MR, 1983
lung cells 1.0 and 1.25
(48 hour exposure)img/mL

The in witre studies for salicylic acid and for acetylsalicylic acid that were submitted
include results of experiments whose methodology iz not reported: they are mainly
represented by a hist of results related to many chemicals. The results reported do not
comply with the guidelines defined by the SCCNFP.

Table 12. In vive clastogenicity/mutagenicity

Method Test article Animal Results Reference
species

Drosophila sex- | Acetylsalicylic acid | Drosophifa negative King  ™MT

linked recessive | 10 mM Melanogaster 1979

lethal assay

This submission

A range of studies have been performed in order to assess the mutagenic/genotoxic
potential of salicylic acid. These results are summarised in the following sections.

Mutagenicity / genotoxicity in vitro
Awvailable in witro data for mutagenicty and genotoxicity for salicylic acid and sodium
salicylate are presented in Tables 13 and 14.

Table 13. Bactena and yeast assays for salicylic acd and sodium salicylate

Methods Test Metabolic Results Reference
Article activation
Ames test: TA100, caligvlic
TAS8, TAL1535, ;cidw With and without | negative McCann et al 1975
TA1537.
Salicylic
- acid i i . -
Ames TASE 55 fn 10 With and without | negative San & Chan, 1987
mafmL
Salicylic
Ames acid With and without | negative T;I;Eyama & Fun,
0.1 mg/disc -
B subtilis rec assay | Salicylic
H17(Rec™0 and acid NR positive f;lg:uf',rama & Fupn,
M45(Rec’) (Smg/disc) B
Ames: TASS, Sodium - . - Kuboyama & Fujii,
TALDD. salicylate With and without | negative 13972
B subtilis rec assay | Sodium
H17{Rec*d and salicylate NR negative f;lg:uf',rama & Fupn,
Mas(Rec) 5ma/disc -
QECD guideline Salicylic (Ministry of
471 Ames: acid . ; . Labour/Japan,
TA1535, TA1537, 5ot With and without | negative 2000)
TA98 and TAL00 5000 Reliability 1, Key
35
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and pg/plate study in REACH
WPZuvrd/pkM101 dossier.
of E. coli

Applicant’s conclusion: On the balance of evidence and giving the OECD guideline test
study the most weight, salicylic acid is not genotoxic in bacterial assays.

Table 14. In vitro mammalian clastogenicity and gense mutation
Methods Test Metabolic Results Reference

Article activation
Chinese Hamster
Ovary Cells Salicylic
'[_ICSL:J::;]; Eequ?La?ent TISdto 25 With and without | negative Shich et al 1981
to OECD guideline | mg/mL
473
Chinese Hamster | Salicylic
lfgjgufjél”hl_ 43 icglj_ld 1.5 Without positive Ishidate, 1983
hours) gy L

Salicylic

! e

OECD Guideline | 299 8751 | with and without "a."'fz'.: RCC, 2008b; key
476 Mouse 1750, (4h); without 30d did net | o 4y in REACH
lymphoma assay 350.0, (24h) |nduoe_- dossier.

1400.0 mutations

Hg/mL

Applicant’s conclusion: In an OECD guideline 476 study, salicylic acd did not induce
mutations, Salicylic acid also did not lead to chromosome aberrations in an QECD guideline
473 equivalent study.

3.3.7.2 Mutagemicity / genotoacity in vivo

From SCCNFP/0522/01/2002

One study by Gin et al. (1996) has investigated mutagenicity / genctoxicty in wvivo, the
findings of which are illustrated in Table 15.

Table 15. Summary of results on chromosomal damage by Giri et al. 1996.

Methods

Test Article

Results

Sister chromatid
exchange (SCE)
assay™, n=5
Swiss albino mice

25, 50 or 100 mg/ kg salicylic
aod in DMS3, injected
intraperitonesally.

Oral dosing with 350 ma/ka
zalicylic acid in gum acacia and
distilled water.

Salicylic acid did not induce
SCE

Chromosome
aberration
assay™®, n =4 or
5 Swiss albino
mice

50, 100 or 200 mag/kg salicylic
acd in DMSO (n=4), injected
intraperitonesally.

Oral dosing with 350 mg/kg
salicylic acid in gum acacia and
distilled water (n =5)

Mo increase in chromosomal
aberration. & significant
increase in mitotic index was
seen only with the lowest dose
(50 mg/fkg) i.p. and the oral
dose.

Sister chromatid

25, 50 or 100 ma/kg sodium

Salicylic acid did not induce
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exchange (SCE)
assay™, n=5
Swiss albino mice

salicylate in DMSO, injected SCE
intraperitoneally.

Oral desing with 350 mg/kg
zalicylic acid in gum acacia and

distilled water.
. r 50, 100 or 200 ma/kg sodium
Eﬁ;?:;;;?‘me ;a_li{:ylat.a_ in DMSO (n=4), A significant increase _in
assay** injected intraperitoneally. {:hr‘omctsornal aben'atlpns was
n —4 DI_'E Swiss Qral dosing wlth 350 rrjg,n’kg SA seen with 200 mg/kg i.p. and
albino mice in gum acacia and distilled water | the oral dose.

(n =5)

FIP and oral dosing stu
Guideline

OPPTS 870.3915.

DPF'TSE?D 5915 (In wive Sister Chromatid Exchange Assay).
**These tests were carried out according to a SEEI'I'I:IﬁG"‘y’ acceptable standard which is similar to EPA

Although sach of these key studies had minor deviations from current guidelines, IP and oral dosing taken
together, they are considered as acceptable, satisfying the requirement for Test Guideline OECD 473
Mammalian Bone Marrow Chromosomal Aberration Test],

s taken together, these studies are acceptable, satisfying the requirement of Test

The study by Gin et al 1996, is the key in vive study for mutagenicity cted in the REACH
dossier for salicylic acid. Salicylic acid neither induced sister chromatid exchanges (SCE) nor
chromosomal aberrations (CA) in ip. or oral studies in wive In mice. This indicates that
salicylic acid is not genotoxic in the bone marrow cells of mice.

Applicants” conclusion: The overall conclusion from the weight of evidence in vitro and in
vivo i that salicylic acid is not mutagenic/genotoxc.

SCCS evaluation studies on salicylic acid submitted by the Applicant in
SCCNFP/0522/01,/2002:

1. Gene mutation assays using bacteria

Guideline:
Test system:

Replicates:
Test substance:
Batch:

Purity:

Concentrations:

Wehicles:

{

Salmonella typhimurnum strains TAL00, TA1535, TA9S, TAL537
Eschenichia coli strain WPZuvra/pKM101

Two expenments, duplicate plates

Salicylic acd

GED1 (Tokyo Kasel Kogyo Co, Ltd.)

>99.5%

Experiment 1:
+59 mix: all 5. typhimurium strains and E. coli: 0, 1.22, 4.88, 19.5,
78.1, 313, 1250, 5000 pa/plate

Experiment 2:

+59 mix: all 5. typhimurium strains: 0, 9.77, 19.5, 39.1, 78.1, 156,
313, 625, 1250, 2500, 5000 pg/plate

+59 mix: £ coli strain: 0, 39.1, 78.1, 156, 313, 625, 1250, 2500,
5000 pa/plate

DMSO
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Positive Controls: -59  mix: Z-amincfluorene  (AF-2) for TA100, TASE8 and
WP2uwrA/pEM101; sodium azide (NaNs) for TA1535; 9-amincacridine
{9-AA) for TA1537
+59 mix: Z-aminocanthracene (2-AA): for all 5. typhimurdum and
WP2uvrA/pKM101 strains

Megative controls: Wehidle control (DMSO)
GLP:
Study pencd: /

Material and methods

Salicylic acid was tested for mutagenicity in the reverse mutation assay with and without
metabolic activation in 5. typhimurium strains TA100, TA1535, TA92, TA1537, and
Escherichia coli strain WP2uvrA/pkKM101, in duplicates, in two separate experiments, both
with and without the addition of a 59-mix system (no data on the metabolic system).

Results
There are no data on a preliminary toxicity assay.

Experiment 1

In this expenment, the dose levels tested were 1.22, 4.88, 19.5, 78.1, 313, 1250, 5000 pg
per plate in the presence and absence of 59 activation system. Mo positive mutagenic
responses were observed with any of the tester strains in either the presence or abzence of
59 activation.

Toxicty was cbserved beginning at 78.1 pa/plate (TA100 strain), 313 pg/plate (TA1535,
TAQE or TAL357 strains) or 1250 pg/plate (E coli WP2uwrA/pKM101).

Experiment 2

In this expenment, the dose levels tested were 9.77, 19.5, 39.1, 78.1, 156, 313, 625,
1250, 2500, 5000 pg per plate for all &, typhimurium strains and 39.1, 78.1, 156, 313, 625,
1250, 2500, 5000 wg/plate for £ coli strain, in the presence and absence of 59 activation
system. No positive mutagenic responses were observed with any of the tester strains in
erther the presence or absence of 52 activation.

Toxicity was observed beginning at 78.1 pg/plate (TAL100 and TA1537 strains), 156 pg/plate
(TASE strain), 313 pg/plate (TA1535 strain) or 2500 pg/plate (E. coli WPZuvra/pkKM101).

Ref.: Ministry of Labour/Japan, 2000

SCCS comment

The results of the study are presented in the pdf file provided to the SCCS in the form of
two tables and indicate no mutagenic effect of salicylic acd in the absence or presence of
59 mix in all bacterial strains used.

The SCCS noted that from the information provided it iz not certain if the study was
performed under GLP standard. Furthermore, it is not clear who performed the study or
when it was performed, what concentrations of the positive control substances were used
and what the historical values of revertants number for control and positive substances
WEre.

Other studies submitted by the Applicant and awvailable from the open Iiterature are
presented in Table 16. They are of limited value for hazard identification.

Table 16. Studies on gene mutations of salicylic acid in bacteria
Type of ! Test
Tester strain coneentrati S%-mix | Result Reference | SCCS remarks
5. . With
1 . - = 300 . McCann et
Ames test | typhimurium: and negative - mon-GLP study
: TA100, Tasg, | "M/piste without al. 1975
38
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TA15335,
TA1537
5. San &
2 ) - 2.5, 5,10 . . - mon-GLP study
Amas test irmurium: without | negative | Chan, A
. %glg migfmL =g 1567 - limited value
- non-GLP study
- salicylic acid tested
positive with rat 59, but
sodium salicylate
negative;
- only one concentration
;’_-2?5 test | g with Kuboyama | of salicyic acd and two
3| incubation typhimurium: | 0.1 mg/plate and positive B Fujii, bacterial strains were
for 30 min TASE, TAL0O0 without 1992 tested
- no TASE revertants
after the exposure to
salicylic acid -59
{probably due to
excessive Cytotowicity)
- limited value
- Non-GLP study
- salicylic acid tested
Bacillus positive (@vidert
subtilis strains Kuboyama | COMCniration-elied
4| Rec-assay | H17 [Rec+) rlr'.g?f“d%::‘h I positive | & Fuiii, gﬁm:ﬁg:’“ sadium
and M43 (Rec- 1392 e
- Rec-assay is not
validated OECD test
- limited valus

2. In vitro gene mutations in mammalian cells

Guideline:

Test system:
Replicates:
Test substance:
Batch:

Concentrations:

Wehicle controls:
Positive Controls:

GLP:
Study period:

Material and methods

QECD 476 (adopted July 21, 1997)

L5178Y mouse lymphoma cells (Thymidine Kinase Locus Tk*")
Two independent expenments, each two parallel cultures
Salicylic acid pharmaceutical grade; CAS: 69-72-7
RAS0725500 made on Sept. 12 2007 (purity: =99%)

Preliminary test:
+59 mix (4 h exposure) and -59 mix (4 and 24 h exposure):
7.97,15,94, 31.88, 63.75, 127.5, 255, 510, 1020, 2040 pg/mL

Main test:

Expenment I:

+59 mix (4 h exposure): 43.8, 87.5, 175, 350, 700, 1400 pg/mL
Experiment II:

-59 mix (24 h exposure): 43.8, 87.5, 175, 350, 700, 1400 pg/mL
deionised water

-59 mix: methyl methanesulfonate (MMS), 19.5 pg/mL

+59 mix: cyclophosphamide (CF), 3 and 4.5 pg/mL

Yes

May 2008 - Aug 2008

The in vitro mammalian cell gene mutation assay was conducted to investigate the potential
of salicylic acid dissolved in water to induce gene mutations at the T&*" locus of the L5178Y

mouse lymphoma cell line.

Prior to the main study, a preliminary toxicity test was performed on cell cultures using a 4-
hour exposure time both with and without metabolic activation (59, liver post mitochondnal
supernatant of rats treated with phenobarbital/B-naphthoflavone) and using a 24-hour
exposure without S9-mix. The dose range used was 10.9 to 1400 pg/mL for all thres
exposure groups. The main assay was performed in two independent experiments, using
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two parallel cultures each. The first main expenment was performed with and without liver
microsomal activation and a treatment pericd of 4 h. The second experiment was solely
performed in the absence of metabolic activation with a treatment period of 24 hours.
Results

In the pre-test, following 4 h (£59-mix). no relevant toxic effects leading to RSG
(% Relative Survival Growth) values below 50% were cbzerved up to the maximum
concentration (1400 pg/mL, i.e. 10 mM). After continuous treatment (24 hours), a relevant
toxic effect occurred at the maximum concentration of 1400 pg/mL. The test medium was
checked for precipitation at the end of each treatment penod (4 or 24 hours) before the test
item was removed. Mo precipitation occurred with and without metabolic activation.

In the first experiment, no relevant toxic effects indicated by a relative cloning efficiency
1 or a relative total growth of less than 50% of survival were cbserved up to the maximum
concentration with and without metabolic activation. In the second experiment (24 h
treatment sclely without metabolic activation) relevant toxic effects were noted at
700 pg/mL and above. The data at the maximum concentration of 1400 pg/mL are
considered valid even though the relative total growth fell short of the lower limit of 10 %.
The comresponding relative cloning efficiency 1 however, was in a toxic but fully acceptable
range. The recommended toxic range of approximately 10 - 20% of survival or RTG was
coverad in experiment II.

Mo substantial and reproducible dose dependent increase of the mutation frequency was
observed in both main experiments, The threshold of 126 above the corresponding solvent
contrel was not reached at any of the test points. Two minor increases exceeding the
historical control range occurred in the second experiment following 24 h exposure at 700
and 1400 pg/mL in culture I. However, no comparableincrease of the mutation frequency
was noted in the parallel culture under identical conditions. & linear regression analysis
(least squares) was performed to assess a possible dose dependent increase of mutant
frequencies using SYSTAT® statistics software. A significant dose dependent trend of the
mutation frequency indicated by a probability value of <0.05 was solely determined in the
first culture of expenment II. However, a certain increase of the mutabion frequency is
common at cytotoxic concentrations and the thresheld of 126 above the corresponding
negative control was not reached. Therefore, the isolated significant trend described above
was considered as biologically irelevant.

Conclusion

In conclusion it can be stated that under the experimental conditions reported the test item
did not induce mutations in the mouse lymphoma thymidine kinase locus assay using the
cell ine L5178Y in the absence and presence of metabolic activation.

Ref: RCC, Z008b

SCCS comment

In the first culture of the second experiment a significant trend (p=0.001) was observed,
and mutation frequency for the two highest concentrations was outside the historical control
range. The RSG at the highest concentration of 1400 pg/mL was below 10% meaning a
strong cytotoxic effect. Considering this and also the fact that this effect was not repeated
in the second culture (although significance level was at p=0.052), the significant trend
should be regarded as not biologically meaningful. Hence, the study indicates no mutagenic
effect of salicylic acid in the mouse lymphoma assay.

3. In vitro chromosomal aberrations

SCCS comment

1. Only one study on chromosomal aberrabions in wvitro with salicylic acd i1s available in the
open literature and which was submitted by the Applicant. In this study (Stich et al., 1981)
Chinese Hamster Ovary cells were exposed to salicylic acid for 3 hours, with and without
S9-mix. The result of the study is negative. However, the SCCS emphasizes that the study
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iz not GLP-compliant, and is of limited value since apparently only one concentration of
salicylic acid was tested (25 mg/mL) in the main expenment, and no result with a posibve
control without S9-mix was provided. Moreover, for each sample 200 metaphase plates
were analysed for chromosome aberrations, which is In contrast to the current
recommendation of scoring at least 300 well-spread metaphases per concentration and
control to conclude a test chemical as dearly negative (OECD TG 473 adopted 29 July
2016).

2. In the second study, i.e. Ishidate et al. (1983) on chromosomal aberration test in vitro a
Chinese hamster fibroblast cells were exposed to 1 and 1.25 mg/mL salicylic acid for 48h.
Although, the result was positive as claimed by the Applicant, the original publication was
not provided for venfication in the submission II1.

4. In vive chromosomal aberrations

SCCS comment
The SCCS considers the result of the submitted in wivo study (Gin et al.,, 19396) on
chromosomal aberrations and sister chromatid exchanges of salicylic acid as negative.

Overall SCCS comments on mutagenicity

The SCCS comments are based on available, 1.e. previously and currently submitted data on
mutagenicity testing of salicylic acid. The genotoxiaty of salicylic acid was investigated with
valid genotoxicity tests for in witro geme mutations, in both bactenal (Ministry of
Labour/Japan, 2000) and mammalian test system (RCC, 2008b). Although no valid in vitro
test results on chromosomal aberrations were provided, the in vivo chromosomal aberration
and sister chromatid exchange tests in mice showed no mutagenic activity of salicylic acid
(Giri et al., 1996).

Bazed on the resulis provided salicylic acid can be considered to pose no genoboxic hazard.

3.3.8 Carcinogenicity

From SCCNFP/0522/01/2002

Animal data
s Salicylic acid was tested as part of a skin tumour promotion study using uninitiated
mouse skin. Salicylic acid 20% in a dioxane solution was applied topically (one drop
of about 25 pl) to 31 female "Sutter” mice, 2-3 months of age, treated twice weekly
for 12 weeks. There were no deaths or papillomas throughout the study. However,
as no post-mortem examination was performed at the end of the treatment period,
the results were considered of limited walue for the evaluation of possible
carcinogenic properties of the substance.
Ref.: Boutwell, 1959
* Carcinogenicity studies have been performed to assess the carcinogenic potenbal of
acetylsalicylic acid in mice at 1 and 5% and in rats at 0.25% and 2% in drinking
water. The results were negative on both studies. Considening these results, salicylic
acid, a metabolite of acetylzalicylic acid, was considered to be devoid of such a
potential.
Ref.: Odashima, 1979
* Salicylic acid 15 the main metabolite of acetylsalicylic acid (aspinn) and there s
sufficient evidence in animal models that acetylsalicylic acid prevents cancer.
Ref.: Vaino, 1997
Human data
Mo data are available for salicylic acid.

a1
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* Salicylic acid is the main metabolites of aspinn (acetylsalicylic acid). Epidemioclogical
studies have shown that acetylsalicylic acid reduces the risk of colorectal cancer.
Ref.: Vaino, 1997
* Thun et al. reported that chronic use of acetylsalicylic acid decreases suscephibility to
bowel cancer.
Ref.: La Du, 1971
* In ancther report, salicylic acid has been shown to  interact  with
phenolsulphotransferase and it has been proposed that this could be one of the
pathways by which acetylsalicylic acid reduces cancer risk.
ref.: Levy, 1972
s Recently it has also been reported that users of acetylzalicylic acid had a moderately
reduced risk of gastric cancer.
Ref.: Akre, 2001

Hazard evaluation
Only one animal study on the carcinogeniaty of salicylic acid has been found. The study is
of limited wvalue for evaluation of possible carcanogemic properties of the substance.
However, it has been found both in epidemioclogical studies and in animal expenments that
acetylzalicylic acid reduces skin cancer risk. Since salicylic acid is the main metabolite of
acetylsalicylic acid, the cancer preventive effect of acetylsalicylic acid may be caused by its
metabolite salicylic acid.

Ref: Boutwell and Bosch, 1959

This submission

Animal data

Salicylic acid was tested as part of a skin tumour promotion study using uninitiated mouse
skin {Boutwell & Bosch, 195%). Salicylic acid 20% in a dioxane solution was applied topically
(one drop of about 25 pL) to 31 female "Suktter™ mice, 2-3 months of age, treated twice
weekly for 12 weeks. There were no deaths or papillomas throughout the study. Howewver,
az no post-mortem examination was performed at the end of the treatment period, the
results were considered of limited walue for evaluation of possible carcincgenic properties of
the substance.

There are no oral carcinogenicity studies on salicylic acid. Carcinogenicity studies have been
performed to assess the carcinogenic potential of acetylsalicylic acid in mice at 1 and 5%
and in rats at 0.25% and 2% in drinking water (Odashima et al 1979). The results showed
acetylsalicylic acid ‘was not carcinogenic in both studies. Considening these results, salicylic
acid, a major metabolite of acetylsalicylic acid, is also considered not to be carcinogen.
Salicylic acid is the main metabolite of acetylzalicylic acid (aspirin) and there iz evidence in
animal models that acetylsalicylic acid helps to prevent cancer (Ma et al., 2017).

Human data

Salicylic acid iz the main metabolite of aspirin (acetylsalicylic acid). Epidemiological studies
have shown that acetylsalicylic acid can reduce the nsk of cancer (Ma et al 2017). Thun et
al. (1991) reported that chronic use of acetylsalicylic acid decreases susceptibility to bowel
cancer. It has also been reported that users of acetylsalicylic acid had a8 moderately reduced
rizk of gastric cancer (Akre et al 2001).

Applicant’s conclusion: There are no reports of aspinn or salicylic aod acting as a
carcinogen. Reported studies discuss the potential anticancer properties of these
substances.

Overall SCCS comment on carcinogenicity

Mo additional studies have been provided by the Applicant in submission II. Howewver, on the
basiz of the evidence available on negative results of genotoxicity and some evidence on the
absence of carcinogenicity, the SCCS considers salicylic acd as unlikely to be a carcinogen.
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| 3.3.2 Photo-induced toxicity

| 3.3.9.1 Phototoxicity / photo-irritation and photosensitisation

In the previous SCCNFP Opinion, no photo-induced toxicity data have been provided.

This submission

Salicylic acid has been investigated for phototoxic and photosensitising potential, as outlined

in the Table below.

Table 17. Phototoxicity studies for salic

lic acid

Method

Observations

Reference

5 albino cutbred ICR mice

Days 0 and 1: 50 pL 50% =salicylic acid
in acetone applied to clipped abdominal
skin, and site irradiated for 2.5 h at 15
CIm.

Day 5: 50 pL 25% =salicylic acid in
alcohol applied to either side of the
pinna, and site irradiated for 2.5 h at
15 cm.

The degree of the
sensitivity was
assessed by
measuring the ear
thickness 24 hours
after challenge. Ear
thickness was not

increased after 24 h.

Mot photosensitising

Miyachi &
Takigawa, 1983

2% salicylic acid in a cream; 2 male
and 5 female human subjects. 0.2 g
cream applied to lower back. Irradiated
with UVA 24 h after apphcation.

No phototoxic
potential.

Tvy
Laboratones
(1993a)

2% salicylic acid In a cream: 8 male
and 17 female human subjects.

100 mg applied to lower back

(25 mgf/cm?) for 24 h. Solar/simulator
applied to treated area. 48 hrs later
process was repeated. Induction
phase, twice weekly exposures over 3
weeks. Challenge patch was applied 10
days after last induchion.

Mot photosensitising.

Tvy
Laboratonies
{1993b)

2% salicylic acid ingel; 1 male, 9
female human subjects. 0.2g wolar
forearms. One forearm exposed to UVA
24 h after application.

Mo phototoxic
potential

HRL Inc
(1993c)

2% salicylic acid in gel; 4 male and 24
female human subjects. 0.2g volar
forearms. One forearm exposed to UVA
24 h after application. Induction phase,
twice weekly exposures over 3 weeks.
0.2 g volar forearms. UVA (15 min)
and UVE irradiated (135 sec).

Mot photosensitising

HRL Inc
(1993d)

2% salicylic acid in gel; 2 male and 8
female human subjects. 0.2 g volar
forearms. One forearm exposed to UVA
24 h after application. Induction phase,
twice weekly exposures over 3 weeks.
0.2 g volar forearms. UVA (17 min)
and UVE irradiated (120 sec).

Mot photosensitising

HRL Inc
(1997b)

2% salicylic acid in gel; 5 male and 23
female human subjects. 0.2 g volar

Mot photosensitising

HRL Inc
(19597c)
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forearms. One forearm exposed to UVA
24h after application. Induction phase,
twice weekly exposures over 3 weeks,
0.2 g volar forearms. UVA (17 min)
and UVE irmadiated (120 sec).

2 or 4% salicylic acid in cream applied
in the morning; 18 male mice, 18
female mice. In the afternoon, skin Mot photocarcinogenic;
was exposed to synthetic solar light for | photoprotective

four hours, 5 days per week,
40 weeks.

Mational
Toxicology
Program, 2007

Applicants” conclusion: Salicylic acid iz not phototoxic.

SCCS comment

Although risk assessment of cosmetic ingredients in the remit of the SCCS is based on the
assessment of the ingredient and not of cosmetic formulations, test results of phototoxicity
studies which use commercial {probably cosmetic) formulations have been reviewed by the
SCCS. The SCCS agrees that, based on the submitted studies (in human and in mice),
salicylic acid does not have photo-iritant, photosensitising or photocarcinogenic properties.

3.3.9.2 Photomutagenicity / photoclastogenicity

!

3.3.10 Spedcial Investigations

Although, the hterature search performed by the SCCS has shown some evidence that some
salicylates, such as homosalate, may have endocnine properties, only a few studies have
investigated the endocrine properties of salicylic acid itself.

Salicylic acid is not listed as an endocrine disrupter candidate in the prionty list published in
2007 by the European Commission. This working hist of chemicals was compiled from lists of
"suspected endocring disruptors” published by warious ocrganisations, supplemented by a
search of the scientific literature to identify reports and papers describing effects suggestive
of endocrine disrupting activity for specific chemicals.
(http://ec.europa.ew/environment/chemicals/endocrine/strategy/substances_en.htm).

Salicylic acid has also not been identified as an endocrine disrupter by the Pesticide Action
Metwork Pesticide DataBase.
www. pesticideinfo.org/Docs/ref toxicity5.html#EDSummal

In a newly published report from the Danish Centre on Endocrine Disrupters researchers
from the MNational Food Institute, Technical University of Denmark, and the University of
Southern Denmark have evaluated that there is solid scientific evidence that salicylic acid is
an endocrine disruptor. In this report different dervatives of Salicylic acid have been used,
e.g. acetylsalicylic acid (Aspinin), sodium salicylate and methyl salicylate.

Ref: http://cend.dig/files/DK_ED-list-final appendixl 2018.pdf

SCCS is also aware that in the framework of the Biocide regulation, specific tests are
currently on-going to  assess  whether salicylic acid has  endocrine  disrupting
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properties. Depending on the outcome of these tests, the potential endocnine disrupting
properties of salicylic acid in cosmetics may need to be considered.

| 3.4 EXPOSURE ASSESSMENT

| 3.4.1 Single and aggregate exposure to salicylic acid as cosmetic ingredient

The Applicant used three different scenanios and approaches for the consumer exposure
assessments, two of which (& and B) are further described and considered in this Opinion.
Both scenarios assume 100% occurrence of salicylic acid in all cosmetics products used by
an individual in a day. The product concentrations used in both approaches are based on the
current legislation that allows SA for use as preservative up to 0.5% and in other
applications up to 2 or 3% (Table 18). They are further based on an industry survey
provided by the Applicant on concentrations actually used to date (see Appendix). The
concentrations used in the assessments are for all products larger than the maximal
concentrations found in the survey. In the assessment of the Applicant, all scenanos also
factor in a value of 50% for skin penetration of the dermally applied substance from all
products, which, according to the Applicant, is likely to be a significant overestimate for
most products at neutral pH.

There are literature reports about the use of salicylic acid in toothpaste and mouthwash,
howewer, according to the survey presented by the Applicant, it is not used in any oral
products, and therefore not considered in the exposure assessments. Furthermors, the
Applicant did not consider any sprayable products for the exposure assessment. Values for
the % level of salicylic acd in each of the 17 product types, which were used in the
exposure assessment, are presented in Table 18,

Table 18. Salicylic acid concentration values used in the exposure assessment
Product Type (Créme C&C) Concentration (%% w/w)
Shower gel 2
Liguid hand soap prd
Shampoo 3
Rinze-off conditioner 3
Hair styling A
Body lotion (mass market, prestige, other) | 0.5
Face moisturiser 2*
Hand cream 2
Liguid make-up foundation frd
Make-up remover frd
Eye shadow 0.5
Mascara 0.5
Eye pencil 0.5
Lipstick 0.5
Deodorant roll-on 0.5
45
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Deodorant aerosol o**

spray

(ethanol-based)

Deodorant spray o**

Toothpaste [

Mouthwash o¥**

¥ For face moisturiser products in Scenario 1, the concentration data and frequency of use of face
cream products has been used,

** For both the deterministic and the probabilistic exposure assessment, these products have been
excluded, since the Applicant does not intend to use salicylic acd in spray/aerosol produces and daims
that spray products containing salicylic acd do not exist on the European market.

¥ For E-m:h the deterministic and the probabilistic exposure assessment, these oral products have
been exduded, since the Applicant stated that SA is currently not used in such products on the
European market,

The survey of SA use in cosmetic products on the European market also reports the number
of formulations with S& on the European market in relation to the total number of
respective formulations (see Table 19). This information was MOT used in the approaches A
and B that have been selected for SCCS conclusions. It is included in this opinion only for
illustrating that to date the assumption of 100% occurrence in cosmetice products in
approaches & and B with reference to a whole population is highly conservative. However,
considenng brand loyalty and possible formulation change in the future, the SCCS
considered only the conservative scenarios A and B appropriate for nsk assessment.

Table 19. Cccurrence (%) of salicylic acid in cosmetic formulations on the
European market calculated from tonnage data.
Product Type Formulations Formulations Occurrence
(Creme C&C) total with SAY (fraction)
Showergel 2985 386 0.121
Liquid hand soap 409 33 1436
Shampoo 2692 575 6.754
Rinse-off conditioner 2071 39 7.516
Hair styling 2311 20 0.019
Body lotion 3200 61 0.013
Fate moisturizer 5218 432 0.958
Hand cream 41 g 0.220
Liquid make-up foundation B336 194 0274
Make-up remover 1454 163 0.710
Eye shadow 5140 4 <0.001
Mascara 206 10# 0.009°
Eye pencil 1599 i 0.029
Lipstick 9751 4 0.001
46
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Deocdorant roll-on 1374 16 <0.001
Maouthwash (23] 0 0
Toothpaste 517 0 0
Except mascars, ey pendl

‘Mo s=licyfic acid in product type. Refers to formulations containing magnesium safiofdate

A)  Deterministic approach according to the SCCS Notes of Guidance, 2016:
This consumer exposure assessment uses maximum allowed % levels of salicylic acid n 17
cosmetic product types (including a calculation of aggregate exposure) according to the
deterministic additive methods referred to in the SCCS Motes of Guidance 9 revision (April
2018). This method aszsumes that everybody in the population uses all the products each
day. This is a highly precautionary scenario.

In the SCCS Motes of Guidance 9™ revision (&pril 2016), values are provided for the amount
of product exposure an individual consumer could experience daily, for 17 different cosmetic
products, and as calculated in ma/kg bw/day.

According to the Applicant, the cosmetics industry does not currently use salicylic acid in
toothpaste or mouthwash, Salicylic acid has a bitter taste and is not likely to be palatable in
oral care products nor is it likely to be the best preservative for these products. Therefore,
oral care products were not included in the exposure assessment. If thiz situation was to
change in the future and salicylic acd was used up to a maximum of 0.5% in an oral care
product, the resulting exposures would be wery low.

B) Probabilistic approach: a consumer exposure assessment using maximum allowed
% levels of salicylic acid and taking into account habits and practices data for product use in
the European population. Probabilistic distribubions of product use data are used according
to the Créme Care and Cosmetics exposure model (Ref: Créme Global 2017). This model
uses a Monte Carlo approach to solve the exposure equations based on individual based
habits and practices and is further described in the following publications: D. Comiskey et
al. 2015 &2017; B. Safford et al. 2015 & 2017. The calculations for SA follow the same
approach as described in these publications, only differ in the selection of parameter values
(assumed occurrence: 100%:; specific product concentrations in Table 20).

This approach differs from the deterministic approach only in that product exposure is not
based on conservative point estimates for products amounts used, but s based on
distributions of product usage data, thus allowing the analysis to reflect that not all subjects
are high users of each product. The same concentration and retention values have been
used as in the deterministic approach (see Table 18) and the model calculation for the
probabilistic approach included also the assumption that salicylic acid i1s present in every
product in the market for cosmetics (ooccurrence: 100%:). Applying these parameters
together with the habits and practices data in the Créme Care and Cosmetics exposure
model yields the 95" percentile values for systemic exposure dose (SEDY) and MOS (ses
Table 20).

SCCS comment

The Applicant considers a dermal absorption fraction of 50% as a "highly conservative
value” to calculate the agoregate exposure. However, in light of the provided absorption
studies, the SCCS is of the opinion that a dermal absorption value of 60% should be used
in the calculations (see chapter 3.3.5).

By multiphcation with a correction factor, the SCCS updated the SEDs provided by the
Applicant to be walid for an absorption fraction of 60%. The updated SEDs for the
deterministic approach are given in Table 20 and for the probabilistic approach in Table 21.
The standard errors in Table 21could not be recalculated for uptake of 60%, they refer to
the applicant’s calculation with an uptake of 50%.
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Table 20. Approach 4&: Systemic exposure dose (SED) calculation of salicylic aad in
various cosmetic products using the deterministic approach according to SSCS Notes
of Guidance, 2016
Skin penetration (%o): 60
Calculated

Maximum | relative daily Total dermal Calculated

Product ancmtra exposure to P SED?
po
tion product? {(ma,/ kg bw/day) (ma/ka
{w/w 3} | (mag/kg b/ day)
bw/day)

Shower gel 2 2.79 0.0558 0.0335
Hand wash soap 2 3.33 0.0666 0.0400
Shampoo 3 1.51 0.0453 0.0272
Hair conditioner 3 0.6 0.0180 0.0108
Hair Styling 2 5.74 0.1148 0.0688
Body lotion 0.5 123.2 0.616 0.369
Face cream 2 24.14 0.4828 0.2897
Hand cream 2 32.7 0.654 0.3924
Liquid foundation 2 7.9 0.158 0.0948
Make-up remover | 5 8.33 0.1666 0.1000
for face
Eye shadow 0.5 033 0.0017 0.0011
Mascara 0.5 0.42 0.0021 0.0012
Eveliner 0.5 0.08 0.0004 0.0002
Lipstick, lip salve 0.5 0.9 0.0045 0.0028
MNon-spray 0.5 22.08 0.1104 0.0662
decdorant
Deodorant asrosol
spray 0
(ethangl-based)*
Deodaorant spray* 0
Toothpaste** 0
Mouthwash** 1]
Aggregate
Exposure 1.50

‘According to (walwes in Table 4 on page B2 of the SOCS MNowes of Guidance, 2016
Total dermal exposure x 0.6

* The Applicant does not intend to use salicylic acid in spray/aerosol products.

**The cosmetics industry stated that it does not currently use salicylic add or its salts in these products

Table 21. Approach B: Probabilishc approach: Estimated 95th percentile and
standard eror of the systemic exposure dose (SED) of salicylic acid from
individual product types, and calculated aggregate exposure from all assessed
products (consumers only).

Product Concentratio | SED (95™ Standard Error *
n {w/w %) | percentile] (mg/kg
(mg/kg bw/day) | bw/day)
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Shower gel b 0.0316 0.0006
Liquid Hand Soap 2 0.0326 0.0003
Shampoo 3 0.0352 0.0005
Rinse-off Conditioner | 3 0.0438 0.0013
Hair Styling 2 0.0780 0.0027
Body Lotion 0.5 0.3552 0.0119
Face Moisturiser 2 0.3017 0.0072
Hand Cream? 2 0.4130 0.0444
Liquid Makeup 2 0.1308 0.0072
Foundaticn

Makeup Remover 2 0.0840 0.0044
Eye Shadow 0.5 0.0004 0.00001
Mascara 0.5 0.0011 0.00006
Eyeliner 0.5 0.00004 0.000001
Lipstick 0.5 0.0010 0.00005
Deo Roll On 0.5 0.0550 0.00087
m":ﬂ:;‘f 0.384 0.0074

Note that the P95 of exposure across all products is sometimes exceeded within an individual product
category. This is because high users of an individual ﬂi‘:nsdu:t are not high users of all ucts.

TThis is based upon a probabilistic assessment of habits and pracoices product use , therefore this
is not a straightforward addition of the SED values for individual products.

* note that the standard emors were not recaloulated for uptake of B0%, they refer to the Applicant's
caboulation with af uptake of 500,

The Applicant also provided two other probabilistic scenarios ("Scenaric 2% and an
"Additional Scenano”), where a survey among industry was used to denve distributions for
currently used salicylic’ acid concentrations in products. Since Scenaric 2 assumes
distnbutions of current concentrations in products, which may be different in the future, this
scenario is not precautionary enough to be used for the assessment of salicylic acid. The
"Additional scemaric” 1= even less precautionary as it is based on survey figures that
represent actual occumrence of salicylic acid in products, and is therefore likewise not
reported here.,

According to the 9% revision of the Notes of Guidance (2016), a probabilistic approach can
be accepted, if the robustness has been checked. The probabilistic approach presented
above is precautionary in two ways: First, it is assumed that every consumer who uses a
product category that may contain salicylic acid, uses salicylic acid containing products.
Since there are a number of other preservatives that can be used instead of SA, this 1s a
conservative assumption. Second, it is assumed that all the products contain maximum
levels allowed as of today, which is another conservative assumption. Hence, the approach
presented above is probabilistic only regarding the use data, which can be assumed to be
stable over a longer period of time. The SCCS was given access to the general Créme Care
and Cosmetics exposure model and assured that the model assumptions and the realisation
are sound and according to the current state of the art.

However, whereas the assumptions and results of the model are cleary reported in the form
of text, the presented report for salicylic acid does not include a dated output file of the
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Créme Care and Cosmetics exposure model that would contain the major assumptions
together with the results. Also, the SCCS would prefer the presentation of 95% confidence
limits instead of the standard error.

Spray products and oral care products, such as mouthwash and toothpaste, have not been
considered In the exposure assessments. Therefore, this Opinion excludes such product
categories.

The Créme Care and Cosmetics exposure model uses habits and practices data for adults.
The largest contnbutions were for hand cream, body lotion and face moisturiser, Garcia-
Hidalgo et al, 2017 showed that children and adolescents in Switzerland generally use less
of these product categories than adults. Therefore, the presented SEDs most probably are
also protective for children and adolescents from 3-18 years of age.

3.4.2 Aggregate exposure with non-cosmetic uses

According to the Applicant, it is useful to consider how the SED for aggregate cosmetics
exposures compares to everyday safe use of aspinin, assuming that 100% of aspirin is
converted in a day to salicylic acid.

Aspirin is available over the counter for use as a low dose prevention treatment to improve
cardiovascular functions and as a commonly ‘used analgesic, used episodically at 1000
mg/day and maximally at 4000 mg/day (4 x 1000 mafday). For a 60 kg adult, the intake
for low dose is 1.35 ma/ko/day and for amalgesic level aspirin up to a maximum of &7
mg/kg/day, and is considered safe at this level.

Systemic exposure to salicylic acid from cosmetics use 12 therefore-significantly lower than
the safe oral doses of aspirin used daily in the general population, including demonstrated
safe use by pregnant women (Bard, 2012).

SCCS comment

The SCCS agrees that exposure to aspirin results in considerably larger doses of SA than
the use as preservative in cosmetics. However, the use of a drug includes different nsk-
benefit considerations than the use in cosmetics, and in recent times also the deliberate use
of aspinn has been questioned by medical doctors. Therefore, the fact that aspinn results in
much larger doses of salicylic acid cannot be used as an argument for the safety of SA.

Salicylic acid is also used as a preservative in food and az a biocide in some consumer
products (see section 3.2.3). As no specific exposure data were made available to SCCS to
assess exposure following these non-cosmetic uses, it was not possible to include them in
the aggregated exposure scenarios.

| 3.5 SAFETY EVALUATION (INCLUDING CALCULATION OF THE MOS)

The Margin of Safety is calculated by dividing the toxicological Point of Departure, POD, (in
mg/kg/day) by an estimate of the systemic exposure dose (in mg/kg/day) following dermal
exposure. The MOS's were updated by the SCCS to include a skin penetration of 60% in all
calculations of systemic exposurs dose.

The toxicological FOD (75 mag/kg/day) is taken in this case as the NOAEL from the pivotal
developmental study by Tanaka et al., 1973a, for the most sensitive toxic endpoint
observed in the rat as the most sensitive species. Due to the evidence for high (100%) oral
bioavailability in humans, the oral NOAEL of 75 mao/ka/day is defined as NOAELsys. The
outcomes for aggregate exposures from the different risk assessment approaches are
summarised in Table 22.

[ Table 22. MCS for aggregate systemic exposure to cosmetic products containing salicylic |
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acid
Risk Basis for exposure Aggregate Margin of Safety
Assessment | assessment Systemic (using a NOAEL
Scenario Exposure Dose of
(mg/kg/day) 75 mg/kg/day)

Scenario 1 Créme Care and Cosmetics

model; probabilistic habits & 0.384 195

practices; maximum % level
SCCS 2016 SCCS Guidance 9% revision™;
Motes of dete_lenlstlc additive; 1.50 50
guidance maximum % level
Approach

* Assumes everybody in the population uSes all the products each day, and all products contain selicylic ackd, aggregate exposure &
calculated on the basis of deterministic additve methods.

Applicant’s Analysis

In the Applicant's daossier, evidence is presented to show that human and rat toxicokinetics
are similar for salicylic acid. Therefore, according to the Applicant, the factor of 4 accounting
for inter-species toxicokinetic differences iz not required. This leads to a margin of safety of
approximately 25 that is needed to account for the uncerainties in this risk assessment.
Scenario 1 also ensures that when taking a maximal conservative approach to safety
evaluation, the exposed population is safe. The most conservative deterministic approach
according to SCCS 2016 Motes of Guidance leads to the conclusion that aggregate exposure
i stll greater than the required MOS of 25 to assure safety. This indicates that the current
permitted uses of salicylic acid in cosmetic products are acceptable i terms of consumer
health.

SCCS comment

The Applicant on the basis of the absorption studies considers a dermal absorption fraction
of 50% as a "highly conservative value” to calculate the aggregate exposure. However, in
light of the high varability of the dermal penetration values provided in the absorption
studies, the SCCS considers 50% not conservabive enough in this specific case but used a
value of 60% instead. The Applicant excluded toothpaste and mouthwash in the aggregate
assessment on the basis that the test substance is not used in these products, because of
intrinsic product properties of salicylic acid. The SCCS accepts the argumentation of the
Applicant. The Applicant also did not mdude spray applications in the aggregate exposure.

Regarding salicylic acid kinetics for rats and humans, no robust data have been provided to
enable comparison of the kinetic parameters of the test substance between species (rats
and human). In hght of the above, the SCCS cannot compare the kinetics for rat to humans
because of species’ differences. Hence, the SCCS is of the opinion that the default
acceptable MoS of 100 should be applied.

The SCCS notes that the MoS of 50 derived on the basis of the deterministic approach
according to the SCCS 2016 MNotes of Guidance is therefore too low to condude on the
safety of salicylic acid.

The SCCS considers that for this caze, the probabilistic approach can be used in the safety
assessment of salicylic and.

The probabilistic approach combines currently allowed maximal concentrations of salicylic
acid with population data on habits and practices. For the assessment of the MOS, the 95%
percentile is uzed. The derived MOS with this scenario is 195 and thus demonstrates the
safety of salicylic acid for cosmetics, excluding oral products such as toothpaste and
mouthwash. Spravable products that could lead to exposure of the consumer's lungs by
inhalation are also excluded.
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[3.6 DISCUSSION

Physicochemical properties

The analytical methods used for the determination of purtty and impurities in the test
substance along with the results of these studies should be provided, according to the SCCS
Motes of Guidance. The SCCS is of the opinion that the method described in Eurcpean
Pharmacopoeia is the method of choice for testing the purity and the impurities of Salicylic
Acid.

Function and uses

{

Toxicological Evaluation
Acute toxicity

Acute oral
Harmonised classification of salicylic acid was recently published in regulation 2018/1480
and it was classified as Acute Toxicity Category 4, H30Z (Harmful if swallowed).

Acute inhalation
Mo data have been provided on acute toxicity by inhalation. According to the Applicant,
salicylic acid is not intended for use in spray or aerosol cosmetics.

Irritation and corrosivity

Skin irritation
Based on a previous amimal skin imitation study, the SCCNFP had considered in its Opinion
[SCCNFP/0522/01 of 2002) salicylic acid as mildly to non-irmitating to skin. However, the
new study provided in the cumrent submission indicates that neat salicylic acid iz not
irritating to skin.

Mucous membrane irritation / eye irritation

Bazed on all available ingredient based data, SCCS considers salicylic acid as being able to
cause serious damage to the eye. Salicylic acid was recently dassified as Eye Dam. 1 (H318
Causes serous eye damage) and was included. in annex VI of CLP (regulation 2018/1480).
Salicylic acid is eye irritant.

Skin sensitisation
Based on the studies provided, SCCS considers that salicylic acid has no skin sensitising
potential.

Toxicokinetics

In view of the high varnability of dermal penstration values reported in the different studies,
the SCCS estimates a dermal absorption rate of 60 % for salicylic acid.

Regarding salicylic acid kinetics for rats and humans, no robust data have been provided to
enable comparison of the kinetic parameters of the test substance between species (rats
and human). In light of the above, the SCCS cannot compare the kinetics for rat to humans
because of species’ differences. Hence, the SCCS iz of the opinion that the default
acceptable MoS of 100 should be applied.
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In addition and based on the studies prowvided, the SCCS 15 of the opimion that the
metabolism for salicylic acid in rats and humans is at least similar. Salicylic acid is
metabolized mainly to salicyluric acid and conjugated salicylic acid compounds, with a small
proporiion of oxidative metabolites. The SCCS agrees that salicylic acid has the potential to
cross the placenta, based on the provided studies.

Repeated dose toxicity

Inhalation

Mo robust data have been provided to enable proper assessment of the repeated dose
toxicity by inhalation. Since the Applicant does not intend to use salicylic acd in
spray/aerosol products, inhalation toxicity is not considered in this Opinion.

Chronic (> 12 months) toxicity

SCCS considers that the assessment from SCCNFP (2002) concerning the toxicity of salicylic
acid after repeated exposure remains valid.

In particular:

- Mo systemic toxicity was noted from sub-chronic dermal toxicity studies conducted in the
rabbit at the highest dosage of 120 mg/kg/day salicylic acid formulations; dermal irritation
was the main recorded observation.

- In humans, toxic effects have been reported after topical application of salicylic acid to
extensive areas of the body in diseased skin. Children are more sensitive than adults to
develop salicylism, thus the topical application of salicylic acd may involve a nisk of toxiciby.
Reye’'s syndrome in children iz associated with the use of acetylsalicylic acid during a viral
illness.

Reproductive toxicity
SCCS concludes that there is insufficient evidence that salicylic acid has an adverse effect

on sexual function and fertility.

Developmental Toxicity

SCCS agrees that salicylhc acid can be considered as a developmental toxicant. Harmonised
classification of salicylic acd was recently published in regulation 2018/1480 and is
classified as Repr. 2 (H361d Suspected of damaging the unborn child).As the developmental
effects are the most sensitve effects after repeated exposure to SA, the NMOAEL of 75
ma, kg bw/day has besn used for the calculation of the MosS.

Mutagenicity / genotoxicity

The genotoxicity of salicylic acd was investigated with valid genctoxicity tests for in witro
gene mutations, in both bacterial and mammalian test systemn. Although no valid in vitro
test results on chromosomal aberrations were provided, the in vive chromosomal aberration
and sister chromatid exchange tests in mice showed no mutagenic activity of salicylic acid.
Based on the submitted studies and available literature, the SCCS is of the opinion that
salicylic acid does not pose nsk of genotoxicity.

Carcinogenicity

Mo additional studies have been provided by the Applicant in submission I1. However, on the
basiz of the evidence available on negative results of genotoxicity and some evidence on the
absence of carcinogenicity, the SCCS considers salicylic acid as unlikely to be a carcinogen.

Photo-induced toxicity
The SCCS agrees that, based on the submitted studies, salicylic acid does not have photo-
irritant, photosensitising or photocarcinogenic properties.
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Special investigation

There is some evidence that some salicylates such asz homosalate may have endocrine
properies but few studies have investigated endocrine properties of salicylic acid itself. In a
newly published report from the Danish Centre on Endocrine Disrupters researchers have
evaluated that there is solid scentific evidence that salicylic acid i1s an endocrine disruptor.
Salicylic acid is not listed as an endocrine disrupter candidate in the priority list published in
2007 by the European Commission. Salicylic acid haz also not been identified as an
endocringe disrupter in the Pesticide Action Network Pesticide DataBase.

Exposure Assessment

For the exposure assessment of salicylic acid, the SCCS has considered it appropriate to use
the probabilistic scenario that assumes maximum allowed concentrations of salicylic aad in
all cosmetics where it is used.
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4. COMCLUSION

1. In light of the new dats provided, does the SCCS still consider Salicylic acid (CAS 69-
72-7) safe when used as a preservative in all cosmetic products up to & maximum
concentration of 0.5% (acid) considering its current restriction as reported above?

The SCCS considers salicylic acid (CAS 69-72-7) safe when used as preservative at a
concentration of 0.5 % in cosmetic products considenng its current restrictions in
place.

This Opinion is not applicable to any cral product (such as toothpaste and
mouthwash) with the exception of lipsticks. Sprayable products that could lead to
exposure of the consumer’s lung by inhalation are also excluded. The prowvided
information shows that salicylic acid is an eye irntant with the potential to cause
seripus damage to the eye.

2. In addition, does the SCCS still consider Salicylic acid (CAS 69-72-7) safe when used
for purposes other than inhibiting the dewvelopment of micro-organisms at a
concentration up to 3.0 % for the cosmetic rinse-off hair products and up to 2.0 %
for other preducts considering its current restrictions as reported above?

Based on the data provided and available literature, the SCCS considers salicylic aod
(CAS ©9-72-7) safe when used for purposes other than preservative at a
concentration up to 3.0 % for the cosmetic nnse-off hair products and up to 2.0 %
for other products, considering its cumrent restrictions in place. However, in body
lotion, eye shadow, mascara, eyeliner, lipstick and roll on deodorant applications,
salicylic acid is considered safe up to 0.5 %. The SCCS position is that these levels
are inclusive of any use of salicylic acid, i.e. should not excead the stated levels with
additional use as a preservative.

This Opinionis not applicable to any oral product (such as toothpaste and
mouthwash) with the exception of lipsticks. Sprayable products that could lead to
exposure of the consumer’s lung by inhalation are also excluded.

3. Does the SCCS have any further scientific concerns with regard to the use of Salicylic
acid (CAS 62-72-7) in cosmetic products?

Salicylic acid iz also used as a preservative in food and as a biccide in some
consumer products (see sechion 3.2.3) or in various pharmaceutical formulations
such as anti-acne products. As no specific exposure data were made available to
SCCS to assess exposure following these non-cosmetic uses, 1t was not possible to
include them in the aggregated exposure scenarios. Therefore, the actual total
exposure of the consumer may be higher than exposure from cosmebic products
alone.

The conclusions of this Opimion refer only to Salicylic Acid and should not be applied
to other salicylates or salicylic acid salks.

5. MINORITY OPINION
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