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BHE

U 2 D REIE EMERR OB ERARE (ROFE) & U CREE I 1 BR RS (OECD:
Organisation for Economic Co-operation and Development) Tkl /4 K7 A > (TG: Test Guideline)
431 L LTKRB SN FEREET NV E MO LRBIEDOA M2 R Uz, (FHErk &2t Lwn
IBLRIZBWT, b FREET AV EZHWICRABRZ 39 L 72/, TG431 Il ST~ T
DE 7 /L EpiSkin™, EpiDerm™, SkinEthic™, epiCS*NERMEOH AT CTZHET NV E LT
HaRcXxpEEXOLN, 272 L, EE(LFELOSEHB L OFRICET 2 R FHF > A7 A (UN
GHS: United Nations Globally Harmonized System of Classification and Labelling of Chemicals)43 %8 ®
HAX 5y 2 B RS 25613 EpiSkin™A B F B AMRBMORFEL LTh o L bAMTH D & il
L7,
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1. AREREORFRY I KO 2> D D24

B RE 85 B MBI LR R R D — B & L CfT oL, fix DA RF A CiX Draize H1Z X
VIBINTZU X E NS HFENERINTE R Y, 2 OB E ORISR ik %
BT 28R E L TRERN SN TEbo0, HELZRIRTIT O o FBIEICZ L < FZBRES
MR E] T OFBMERZ LV, B LV L XA P L A% 52 5 2 LA ERrIchiE 7
v LIETE 0 B & L B EBRAGEE (LUF fURELRET) ORENIIZE Sh T,

ZOMRBIE L LT, R W /1B R HE(OECD: Organisation for Economic Co-operation and
Development) TiBR 4 A K7 A (TG: Test Guideline)431 |Z1%, KEE &ML L CAEREZ
AL 3RICWICEMEINTZE NREET V2 LM ENTH I TWD 2, Z 0B
B, BEEWEPAEEOGE L ITABERICRI SN BILE T2 2 ik v FTEOMIR
(CEE L Tl @t 2R 9 & W O GRS EE D & | BRI B IR ER 1% DML AF R 2 BRI W R &
P& R LTV 5, EpiSkin™<X° EpiDerm™Z% D b hFKEZET /WITRCK TIIBEIC Y 7 — 3 VA
FENFEME S AL, BN TIALEWE O RS BRI 2 By & L OKR S, (b mED Y 27 F
ARWAFICRIA SN TV S, FRHCHES TIXEE LG O50HR L ORISR 4 5 AR 27
A (UN GHS: United Nations Globally Harmonized System of Classification and Labelling of Chemicals)
SYEICHE TR SN D 7r — A A TV D, 20 TGA31 1ZMES | fEFEML 4 O S THET ST
Y. BUEL 2016 FFR & 2> TN D Y,

BNE TR FOLFE W E 53 5356, OECD THkGE SN 7oA L AR RIL, —
IATEIZZ T AN DN D0, BIEE CRIECTOREE & L ITATBHEICTAT S 7= filix £ < 72
VY, ZEMRHEIC T 5 REDERBEIE I TV D BRI N T, WAET ORI Y
726 OIFFEMINCZ T AND 2 ERNEEL o TWnD, 7ok, ERMEND b EEEA 725 i
2 DD FREETADVEEINTND,

AFHIETIX, OECD TG431 (Z##k & 7= & R FZET /L EpiSkin ™, EpiDerm™, SkinEthic™
B LV epiCS™ & AV 2 i A MRk IE O A I 2 354 L 7= ),

2. RER7 v b 2 Uk D24 Y

B EMNMAERE BB L CEREMBICEE SN, MIT [ 3-
(4,5-Dimethylthiazol-2-y1)-2,5-Diphenyltetrazolium Bromide) D&yt /5> B 3R O 7= M A TR OEIG I D
FIEE R HET D, ZNOOMELE 1ICE LD, EREBIELOE VT, AiEREB LY
PR O A, MO OMMNESETH Y | AR ZRER & HEREIC O TR 2 251
STz,

A7 m k=Ll LT, EpiDerm™ZA BlZGHT 25, 6 well 7L — kD4 well IZH52HE 1 mL %
MR Itz PREET VEE S, R EDNRIROGE XY~y #—T 50 uL. K% EEE
DAL 25 mg & 25 uL DK E G, TV EBICEATS 0=2), WEBRWEE 3 57213 60
IVIE . T — NI DR EE T T~ a XV EBRE L%, 10 mL @ PBS T 2~3
[l < P35, VEVRR, N— = A NVETKGZGY | BHRIZERE L2203 BRI 24 well 7' L
— MZb FREETNVEBET 5, MIT F 2 G0ERAZ e FREET VO THIZ0.3 mL iR
M 2%, 37C, COrA v Fa—2 P2 3 KHEE L%, UTFTOFIECTHEZIT>, A V7
%)=& 2mLRINL, —BisIERER. 96 well 7 L— MZHiHiKZ 200 uL 5% L (19



BEoiz 2~3well) , ¥4 717 L — s —F—%HT 540 nm & 5\ & 570 nm FEIK TOWL
EERET D, 470X —LOhEMzlzwell 777 L, EAfEE 7 Z o 7EOEE
KD D, TSRO E A 100% & LEFRIKD 3 F721% 60 43 FIALBRRF DU N FE 2 % & L TR
UMD AEAFR E 35, 3 ML LTz & & OAELFERD 50% A0, 6 5L 3 I CTIRAEREN
50%LL ETH D 60 EALEE L7e & X2 15% RIGOR R A2 mTWE L BRI S HET 5, —
7. 3MIAER U7z & EITAEFERN 50%LL . 60 2y RILEL L 7= & X2 15% L Lo I3 &
P L HIET D, BB 1 & L well B TR DHERENEOLNIHEE O X5 U230 T X
o TG AT INERER A i U, Bt iie 35,
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7 2-1 EpiSkin™ O FHlE€T L3

345, 60 238 XN 240 SR iEts TP D AR
PLERS
3 SRR FRE DELFERIN 35% AT JE R

- [E# GHS #iX4r 1A*

3 BREBE DAETFRN 35%LL BT, | RN

D 60 SNREE L DELFERD 35% AN D |« [EHE GHS MX5 1B &5V T
B, 1C

H LI

60 7 IRZER O AEAFHRD 35%LL =T
240 SBR TR DAETFRD 35% AT

240 4yBREFETS DATERN 35% L0 F FEE R

#) JEREMEOMIX A ICI51T 5 RhE SREREOA A& 369 5 72D /ERR L= 7 — 212 & % & EpiSkin™ ZFBRVEIC LV K4y 1A 1244
ENTWEIREH DR 2%, EBICIZIEY IBELIT ICIKETS20OTHLAREMERH D (Thbb, @A),

7% 2-2 EpiDerm™SCT, SkinEthic™RHE 33 X O epiCS®D €7 /L 3

3 508 LT 60 REER D AR TR O R

3 SRR R DETFERIN 50% AT JE R
- [E# GHS X4y 1A*

3 IR DELFRN 50%LL BT, | R
2 60 HMRETE S DAETFRD 15% A - [Eli# GHS #iX4> 1B & 5\ &
1C

3 SBREES DATERN 50% L BT A | FEE A
2 60 SR DALERN 15% L1 E

*) JERMEOMXSFICEBIT D RhE REBRIEOH AEZ G+ 2 72 OIER L7e T —Z 12 X 5 & EpiSkin™ RERIEIC LV X4y 1A 25
HENTWE/IBAMOK 22%5, EBHITIEXS IBEZIE ICICETA2LOTHAHEENRSH D (Thabb, @K,

3. BAFE I K ONHIICE o 7o W E O, RIREEH D245 invitro B L OB RT — % O F I

EpiSkin™ D FELMIL, 60 OHEMEIZ L VRO TND, Z b OWEERK S =i Dk
FrZ ANNEX 1 (27R~9 9, EpiDerm™DHEE ML, 24 DWRWEIZ L VRO NTWD, TNH0OWE
PR S AL SCO P E ANNEX 2 (2733 Y, SkinEthic™OFREIMET, 12 OB & 0 5
NTWD, ZIEOWEN G S T-F SO %Z ANNEX 3 1277 9, EpiCS®OHEMEX, 12 O
BOEIC L VRO NTV D, Th b OMBEOHKEEZ ANNEX 4 (Rd Y, SHI2, L4 S0ET
DT HIPEDS 80 PERME TR AN T D, T b OWED G S N IZii LD HF% ANNEX 5 127K
37, FHEICAE A SR E O % I XERIN LR > % — (ECVAM : European Centre for the
Validation of Alternative Methods) F3E DR G EMRBRANY 7 —v a VT ENTWETH D, =
ORI E OF TR RIT TREOE RS L TRIESA TV S,

Liebsh et al., ATLA 2000, Barratt et al., Toxicol. In Vitro 1998%, Fentem et al, Toxicol. In Vitro 1998%,

Worth et al., ATLA 1998%, Botham et al., ATLA 1995'0 | ICCVAM(1999) NIH Publication No:99-4495'1,
ICCVAM (2002) NIH Publication No: 02-4502!2

15
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4, RBRIEO MM (FRELME)
EpiSkin™ ([ZF\W\Tid, 60 W'E % V7= 3 gk T 2-way O ANOVA fiftdT % FV>, sk NI X OV
M OEENCOWTIE, TN HOMICHERZEIT /2 & S 7= (Fentem et al 1998)Y, 60 W'& (27
JEEVEME S KO 33 IEEEMEWE) ©obH, 42 WEIE 3 ik & b iiak N Fs KOsk M LM R 4T
Tholz, D 18 WHE TIIMEPDOFRER N ETe > TV, ECVAM IEAGBRIE OFHENE & FRELMEIX
B EHBr L P, Zoffii. ECVAM ik (ESAC: ECVAM Scientific Advisory
Committee) ') 35 L UK E ORRIEIZE T 2 AT HE K& &% (ICCVAM : Interagency Coordinating
Committee on the Validation of Alternative Methods) ' TOFEHIC W T bR STz,
EpiDerm™|Z 3\ T, 24 WE % V7= 3 fligk To 2 [BIOFEBRIZB W T, 21 WE O A% 3 sk
FTARTTELL PRITTE7 (Liebsch et al 2000) Y, ECVAM [ZAGERIEDO(FHEME & BN E W &)
Wr L7z, ZofEmiL. ESAC OFFi# ¥, ICCVAM IZBW T bR Sz 112,
SkinEthic™(Z3 W TliE, 12 WEZ MW 3 Mg TD 3 BIOERIZIBVT, 932%DFERN—E L
(Kandarova et al 2006) ©), ESAC |23\ THia% NI L O ek f B8 3 o &Il S iz 19,
EpiCS®IZR\TiE, TG431 (2004) DR 12 WE % A7z 4 gk T 3 FIOERIZBNCT?, 7 K
FrvuanxF LR 1 EOREEN—B L, ESAC 123\ Ttk N Fs & Ok i R BIPEA TR &
nr- 19,

5. RBEOE@EET 171

WO NREETLVLBEMEOAEO THMETE <. EMENL 84~90%., XL 95~100%.
BRI 72~79% TH Y | BIEVERIT 0~5% RN LV ThoT (£ 3), 2N HOfEN D, OECD
OMEBEREMECIX RS, BER LORFREA N 7 — v g VTR E 5L LT 82.5, 95 B LN 70%
EEDTND,

IO, BETNVOMROTRMELR 4 £ L DT, 0WEZL 2 £/ 3 HERL THRLNEL
RDBRY MK T D 1B/IC & 80%FRE THEAM T X T\ 5 E T /WL EpiSkin™ DA TH o7z, £D
fh D€ 7 /L IXEE GHS X 53 DOFEARIZIIFIH T & 7o &l L7,

IS ET VI MTT IZETWE~OXHEHIES TG431 I[Zitd ST b, W TE RVl LE LT
FIHA, 2T 0 = VOHBPEHINTND (NI T =g UREM), ZHbET /VTERRE (K
I - BHASE) BRLOKEBEHEOFEIZ)) DO TEMAAETHY . A, =7 uy —LxRJBawT
HiEA RS ShTWb, ¥, FEDOHHOMECIRGMIZENTINGET VOm AL & E T
% &0 ARG SN2 A I, EHEHNLRAT 5 ETH L L STV D,

1 IERERE - WISV CRERIE TR DL DR RN, BB E OBEE DS FRIE &AL L TV DR,
2 JRE B a B E O R T, MERETIE LB HIES N OOEIA,
3N - MBranEHmE oh T, MBRIETE L B L HE SN L 0oDEE,



7 3. OECD THE L7242t v b O EWE % W= T HRIVED 8RS 5 (&M [[EH GHS X4y 1] @

ﬁ?ﬂf) 17)
EpiSkin™ | EpiDerm™ | SkinEthic™ epiCS®
EHEE 89.6% 87.9% 84.6% 84.3%
TR 98.5% 100% 94.6% 95.3%
p T 79.3% 73.9% 73.0% 71.6%
(AR MR 20.7% 26.1% 27.0% 28.4%
(] =3 1.5% 0% 5.4% 4.7%
# 4. OECD THi L7I=2t v bofbEWE %2 Wiz THRIMEOFHFRE S X4y - [EE# GHS X4

1A, 1B/IC, @)
bR oRtET — % (%)
(80 MDA M & 2 £ 3 EEAER. J70b B, 159" 7213 24 EOSKERR)
1 EIE, AFARAHECH 72720 1 0O HRER

EpiSkin™ | EpiDerm™ | SkinEthic™ | EpiCSR
AR
X453 1BC DALZFSLD 1 A ~D i K i 21.5 29.0 31.2 32.8
X435 NC OfbZ 0 1B/ 1 C ~O i KFEM 20.7 23.4 27.0 28.4
X453 NC DAL D 1 A~ KT 0.0 2.7 0.0 0.0
W ARFEAM S 4172 K53 NC b5 20.7 26.1 27.0 28.4
AP 53 T O K EEAT R 17.9 233 24.5 25.8
/N EFAT
X431 A @ 1B/1C ~Oith/ A 16.7 16.7 16.7 12.5
X435 1A D NC ~Di/ Nl 0.0 0.0 0.0 0.0
X431 B/1C @O NC ~Dita/ N 2.2 0.0 7.5 6.6
E RS QRN RS 33 2.5 5.4 4.4
ERE 725355
EELL I 1T AT 83.3 83.3 83.3 87.5
IEL< Sz 1 B/1C b5 76.3 71.0 61.3 60.7
1E L S 7z NC AL 79.3 73.9 73.0 71.6
— B (T HIRE 78.8 74.2 70.0 69.8
NC: I &

6. MLOBFFHI 2R & O Ll A 1

OECD DG EMERBRRAIEN A KT A & LT, TG431 OthiZ 'TG430 TER (Transcutaneous Electrical
Resistance Test Method : % Fz B KU HTMERRER) |19 36 L OV TG435
for Skin Corrosion) : in vitro B /3 7aEk) 20 &R IN TS, ZHHITWTILEH ECVAM 2T/ Y

(In Vitro Membrane Barrier Test Method
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T = a UBFER I S, ICCVAM (X 2 6 O#lRYE (Rat Skin TER, EpiSkin™, EpiDerm™35 J Y
Corrositex®) D IEFEE, R LORFREIZOWTHIEEL T D (F£5) M2,

INHDHRICENTIERI UHEZHOW TSN T 67, RBRYE O ECBRIUE O,
Bipo T LD ROBIER T % b - T, Bt NEEET VOB Z GE M5 2 & 13
HThHMR, WTNORBRIEL RSO THIMEZ AT 2 L Bbid,

5. RBRIEO ek R 1Y

TER EpiSkin EpiDerm Corrositex
WE S 122 60 24 163
IE e FE 81% (99/122) 83% (50/60) 92% (22/24) 79% (128/163)
R 94%(51/54) 82%(23/28) 92%(11/12) 85%(76/89)
Wi 71%(48/68) 84%(27/32) 83%(10/12) 72%(52/74)

7.3Rs JRHI & ORISR (Efadkm 5 0224 1k)
WTNORBZET NV OEM ML L TE LT, BEamE»SMAFEE LTRETH D,

8. MBRIEDAMMEL R (= A b, FFED B D24 M £)

RIS (pH2.0 LAT) F71x7 v UM (pH 11.5 BLE) W'E1Z, OWREMER 26/ 7 % rlaetEn
BWZ Emb, REERMEEHILCHLR NI EIZR- TS 2, LnLanb, ZiudEattico
WTOFERBMIZ NG EITOND T —A N —R L LTOHEITH Y | Bl T EEOTRINC
£V pH DY G WIEDRED OGS IIABIEO K L 72 5 L ZE 2 b 2, 2o,
ZOX I WEICKH L CEMEAVDLED R TG431 THREERMEZFHMET2 2 L ITFATH 5.

KON TATHRERRWE L EL QB TELINEPRRT 2 2 LIk v, EIEIFoERIZH>N
THERT 2 Z LN TE D & DOFLHEN TGA31 I2H %,

9. Z DA,

OECD /KRB &Nl b PREZET /MTSN CHE INZR-LETHY . a2 M TROREETH D,
AAROE FEREET L E LT, ZHE TIZ LabCyte EPI-Model?” < Vitrolife-Skin 2315 & T\ 5
2, R, Vitrolife-Skin (ZEA IRV EAFFABBFETAY F— FEHL 29| JaCVAM (2B VT HEF
fliAs 72 S TS 27, 7272 L, OECD OVEREREHEICHE U= N ) F— 32 3 39 ST 53 OECD
(CHT 73 BRE & L CHERECE 2B 7 L TIEARY, Ko Tl 26 OF T /ORIl T ARG & CTI3AT
DR oT,

ROV TOFERITAFEIORFERHIREN TR, Zods, Bt Lce MREET VIIBEICTH
IRENTEBY, WTFRBEARTRETH D,



10. #&dm

fEHEME & U MEE WO BAIZB W T, B FERET AV ZRAW LSRR 25 L2, o
B D 7 G 16 Ak % 59~ % #BRYE & L C EpiSkin™, EpiDerm™., SkinEthic™5 X O epiCS® A3 HELE
TXHETIIELTET LN, 72720, [E# GHS MK A2 EET 5851, EpiSkin™ K& &
HRBRORBIEL LTho b b AHTH S Efim LTz,
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F 6. EAEMRWE Y

5 UN GHS VRM (in
femm ' | caseN | TEEPE L Govivo BtBR) |vitro B e | gars | PR
e B | raRsa | I
K45y 1A @ invivo JERMEWE
7 v & HER 79-08-3 AR 1A (3) 1A - 2N
ii 3ﬁ/u ;;‘k " 13319-75-0 B e 1A G3)1A - etk
7x /) =)V 108952 | 7=/ —/VH 1A (3) 1A - [ 4%
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ANNEX 1 : Fentem et al (1998)YD /N 57— g o T 60 W&

Table 4. Test chemicals

Mo, Chemical C/NC EU risk phrase  UN packing group Pi=
Organic acids

1 Hexanoic acid C R34 11

29 635/35 Octanoic/decanoic (capric) acids (s R34 1y NPCH
36 2-Methvlbutyric acid C R34 11 =4
40 Octanoic (caprylic) acid [ R34 11 444
47 60/40 Octanoic/decanoic acids C R34 11 NPC
50 55/45 Octanoic/decanoic acids C R34 11 511
7 3. 3-Dithiodipropionic acid NC o
12 Dodecanoic (lauric) acid NC 44
26 Isostearic acid NC 433
34 70/30 Oleine/octanoic acid NC 378
38 10-Undecenoic acid NC 242
Organic bases

2 1.2-Diaminopropane C R33 1

15 Dimethyldipropylenetriamine C R35 1 NPC
38 Tallow amine C R35 1 NPC
55 I-{2-Aminoethyl)piperazine C R34 i

13 F-Methoxvpropvlamine C R34 11 6.67
17 Dimethylisopropyvlamine C R34 11 5.61
45 n-Hepiylamine s R34 1T 6.67
10 2 4-Xylidine (2.4-dimethylaniling) NC 1.44
33 Hydrogenated tallow amine NC 356
39 4-Amino-1,2 4-triazole NC 1]
Neutral organics

] Isopropanol NC 0.78
11 2-Phenylethanol (phenylethylalcohol) NC 092222
16 Methyl trimethylacetate NC o
19 Tetrachloroethvlene NC 567
22 n-Buryl propionate NC 1.08
27 Methyl palmitate NC 4.56
44 Benzyl acetone NC 1.21
31 Methyl laurate NC 389
=13 1.9-Decadiene NC o
Phenols

3 Carvacrol C R34 11 =4
23 2-tert-Butylphenol C R34 151 3.67
9 o-Methoxvphenol (Guaiacol) NC 238
30 4.4-Methvlene-bis-(2,6-di-re re-butylphenol ) NC (1]
49 Eugenol NC 292
Inorganic acids

4 Boron triffeoride dihvdrate C R35 I

28 Phosphorms tribromide C R35 1

32 Phosphorus pentachloride C R35 1

25 Sulfuric acid (10% wt) C R34/R35% L

37 Phosphoric acid C R34 1

43 Hydrochloric acid (14.4% wi) [ R34 1T

33 Sulfamic acid NC

Inorganic bases

18 Potassium hydroxide (10%, aq.) C R3/R35% 1111 NPC
42 2-Mercaptoethanol, MNa salt (43%, aq.) [ R34 11 NPC
21 Potassium hydroxide (3%, aq. ) NC 522
24 Sodium carbonate (50%, aqg.) NC 233
Inorganic salis

20 Tron (111) chloride C R34 1

52 Sodium bicarbonate NC 011
54 Sodium bisulfite NC 1.0
Electrophiles

3 Methacrolein [ R34 1T 411
14 Allyl bromide (s R34 1y 717
48 Glyeol bromoacetate (85%) s R34 1T 767
6 Phenethyl bromide NC 1}
il 2-Bromobutane NC 244
33 4 Methylthio )-benzaldehvde NC (k.3
39 2-Ethoxyethyl methacrylate NC 1.56
46 Cinnamaldehyde NC i
Soaps [surfactants

37 Sodium undecylenate (33%, aq.) NC 1.67
41 20080 Coconut/ palm soap NC 267
60 Sodium lauryl sulfate (2%, aq.) NC 678

*PII = primary irntation index (Baglev er ol 199 ECETOC, 1995); ¥NPC = not possible to calculate: £ = the animal data and other
supporting information are not sufficiently comprehensive to enable unequivocal classification as R34/11 & 111 or R35/1; however, it is
more probable that an R34/11 & 11T label is appropriate, and this is the classification which has been used in the analysis of the results
obtained in the validation study. The numbers are for the identification of individual chemicals (Barratt ef al., 1998).



ANNEX 2: Liebsch et al (200020 /N 57— 3 > Tl 24 WE

Table VIII: Comparison of predictions obtained with EpiDerm and EPISKIN for
the 24 chemicals tested blind in three laboratories, either in the
present study, or in the ECVAM skin corrosivity validation study

No. Chemical name In vive EPISKIN EpiDerm
1 d-Amine-1,2 4-triazole NC NC NC
2 EBenzylacetone NC NC NC
3 1,9-Decadiens M NO NC
& Dodecanoic (lauric) acid NC WG NC
§  Eugenol NG NG NC
6  Hydrogenated tallow amine NG NC NG
7 Isostearic acid NC NG NC
B Methyl 2,2-dimethylpropanoate NC NG ca
8  Sodium earbonate (509 ag.) NC NC W
10 Sodium lauryl sulphate (20% ag.) NC NC NC
11 Sulphamic acid NC Ca Ca
12 Tetrachloroethylene NC NG NC
13 Boron triflueride dihydrate C [ C
14 2-tert-Butylphenol C G c
16  1,2-Disminopropane C o C
16 Dimethyldipropylenetriamine C C C
17 Dimethylisopropylamine 8 C C
1& Glyeol bromoacetate (B5%) C C [
1% n-Heptylamine C NC= C
20  Methacrolein C C NCa
21 Octanoic {eaprylic) acid C C C
22 6040 Dctanoic/decanocic asids L H C c
23 Phosphorus tribromide C C C
24  Potassium hydroxide (10% ag.) C C C

Each classification represents six independent tests in the case of Epillerm and nine indepen-
dent fests in the cagse of EPISKIN, For clarity, in the few cases of conflicting resulis obiained
in repeated tesés or in different laboratories, the clossification shown represents the majority of
classifications obtained.

aMisclngsification.



ANNEX 3: Kandarova et al (2006)YD /3 57— 3 > Tz 12 W&

Table 2
OECD reference chemicals—phase 11

No. Chemical name CAS no. In vivo Remarks on data supporting classification/
class (C/NC) general comments
1 1.2-Diaminopropane TE-90-0 * Interaction with MTT was observed
2 Acrylic acid 79-10-7 * Published data with EpiDerm or EPISKIN model missing
(corrosive on EpiDerm after 3 min at ZEBET
unpublished experiment)
3 2-tert-Butylphenol HE8-18-6 C Borderline C/NC chemical, as judged from the proximity
of the chemical to the classification boundary (SAR analysis)
(Barratt et al., 1998). Interaction with MTT
4 Potassium hydroxide 1310-58-3 C C, but supporting data do not enable unequivocal
(1074 ag) classification as either R34 (11/111) or B 35 (1);
more probable to be R 34 (II/11) (Barratt et al., 1998)
5 Octanoic acid 124-07-02 C Borderline C/NC chemical, as judged from the
(caprylic acid) proximity of the chemical to the classification boundary
(SAR analysis) (Barratt et al., 1998)
3 Sulfuric acid (1004 wi.) 7664-93-9 C According to the classification mentioned in OECD
Guideline 431, the chemical is classified as corrosive
According to Annex | of the Directive 67/548/EEC in
range of concentration 5-15% the chemical is classified as irritant
7 4-Amino-1.2.4-trazole 584-13-4 NC MNon-irritant
8 Eugenol 07-53-0 NC Borderline NC/C chemical, as judged from the proximity
of the chemical to the classification boundary
(SAR analysis) (Barratt et al., 1998)
Interaction with MTT
9 Phenethyl bromide 103-63-9 NC Interaction with MTT
10 Tetrachloroethylene 127-18-4 NC Classified as C in one of three EPISKIN laboratories
in the validation study (Fentem et al., 1998)
Very high scores for irritation in vivo in rabbits (ECETOC, 1995)
11 Isostearic acid 30399-84-9 NC MNon-irritant
12 4-(Methylthio)- 3446-89-7 NC Interaction with MTT
benzaldehyde

C*—severely corrosive; C—corrosive; NC—non-corrosive.

ANNEX 4:0ECDTG431 (2004)> > % FRYE

Table 1: Referen

hemical

1,2-Diaminopropane

CAS-No. 78-90-0

Severely Corrosive

Acrylic Acid

CAS-No. 79-10-7

Severely Corrosive

2-tert-Butylphenol CAS-No. 88-18-6 Corrosive
Potassium hydroxide (10%) CAS-No. 1310-58-3 Corrosive
Sulfuric acid (10%) CAS-No. 7664-93-9 Corrosive
Octanoic acid (caprylic acid) CAS-No. 124-07-02 Corrosive

4-Amino-1,2,4-triazole

CAS-No.

584-13-4

Not corrosive

Eugenol

CAS-No.

97-53-0

Not corrosive

Phenethyl bromide

CAS-No.

103-63-9

Not corrosive

Tetrachloroethylene

CAS-No.

127-18-4

Not corrosive

Isostearic acid

CAS-No.

30399-84-9

Not corrosive

4-(Methylthio)-benzaldehyde

CAS-No.

3446-89-7

Not corrosive
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ANNEX 6: OECD (2013)"®F |5 —
7% A-1. EpiDerm™ o J& M4 D 1|1

RV G

Epilierm with entire set of chemicals (80 chemicals tested over 3 rums, ie. 240
classifications
n }eTm
In vive S e
Categories Snm
In vive Cat. <4 - 3
JEN
In vive Cat. Ly o 83
1BC
Inm vive Cat. 3 82 ey
N
Snm 75 32 40
| Columtons s cisgries

Within Corrosive: Checking the mizclassifications over the 3 categories:
Cat. 1A Versos Cat. 1BC Accaracy (Pred C) &y OwerClass 1BC as 1A S 0werClassNC as % OvwerClass NC as
1BC !
Sensittvity for 1A | P1GT T0.41% 41.04% 1341% 2.70%
%
Sensttivity for 1BC | 3B.04
%
Aceuracy 6744 % UnderClass 14 as 1BC % nnderClass 1A as % UnderClass 1BC
% NC asNC
Correctly Classified B.33% 0.00%: 0.00%
| Cat.1A oLaTH%
CatlBC B.06% b of OverClass ¥ of UnderClass
Cat. Corr. Versas Cat. Non Cat. NC T3.8T% 28.33% 1.25%
Corr
Sensitivity for Corr. | 100.00
ey e Fentem’s criteria According to Fentem, test are UNACCEPTABLE if ..
Sensitivity for Mem- | 73.27 Sp0verClass NC as | % OverClass 1BC as L% OverClass NC as If OmerClass 1BC as 1A=50°
Com. % Corr. Comr=50%
Accuracy grm 26.13% 41.94%
%
Y UnderClass 1BC as | % UnderClass 1A as | If % UnderClass. 1BC as I UnderClazs. 14 as WiC=30%
NC NC HNCz=30%
0.00% 0.00%
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# A-2. EpiSkin™ o & & MEAT 4 0TI

In vive
categories

EpiSkin with entire set of chemicals (30 chemicals tested over 3 runs, i.e. 240

clazsifications)
Test method: EpiSkin

Classified as  Classified as  Classified as
Cat. 1A

Cat. 1BC Cat. NC

I wive Cat. 34
1A
I wive Cat. E T 1 03
1BC
In vive Cat. ] 13 88 111
NC
Snm 50 100 Ll 240
Within Corrosive: Checldng the misclassifications over the 3 categories:
Cat. 14 Versus 1BC Accoracy (Pred. C) &3 OwerClass 1BC as 1A bpOwerClassNC as % OverClass NC as
1BC 14
Sensitiviry for 14 [ 833 875N 2151% 0.7r% 0.00%
%
Sensitrvity for 1BC § 780
k)
Accuracy Ta3 % UnderClass 1A as 1BC % oaderClass 1A a3 % UnderClass 1BC as
b N i
Correctly Class 15.67% 0.00% 215%
Carla 83.33%
Cat1BC 76.34% % of OverClass % of UnderClass
Cat. Corr. Versas Cat. Non Cat. NC 70.28% 17.92% 333%
Corr
Sensitivity for Corr. § 98.45
o Fentem’s criferia According fo Fentem, tests are UNACCEPTABLE if._.
Sensitivity for Nen | 7928 YOverClass NC as | ®%eOverClass 1BC as If % OwerClass NC as If OverClass 1BC as 1A=30%
Com. ) Corr. 14 Com=50%
Accuracy 2058 20.72% 21.51%
%
YUnderClass 1BC as | % UnderClass 1A as If % UnderClass. 1BC as If UnderClass. 14 as NC=30°
NC NC NC=30%
115% 0.007%




%% A-3. SkinEthic™ o g A& A7 45 D R4

SlanEthic with emtire et of chemicals (80 chemicals tested over 3 mns, i.e. 240
clazsifications
metl iy
In vive fied Fied Fied
catezoriss : Sum
In viwe Cat. i § o B
1A
In vive Cat. 43 43 7 93
1BC
I vive Cat. 3 27 51 111
NC
Sum 77 75 &8 140
S Calal micas categois:
Within Corrozive: Checkmg the misclassifications over the 3 catezories:
Cat. 1A Versns Cat. 1BC Accuracy (Pred. C) % OverClass IBC as 14 %WOwerClass NC as % OverClass NC as
1BC 14
Sensitivity for 1A | 86.11 64.58% 45.24% 1232% 2.70%
)
Sensitivity for IBC | 30.00
¥
Accuracy 60.66 % UnderClass 1A as 1BC % underClass 1A as % UnderClass 1BC as
Y 1
Correctly Class 13.80% 0.00% 7.53%
CatlA 26.11%
Cat1BC 46.24% ¥ of OverClass & of UnderClass
Corr. Versus Non Corr Cat. KC 30.42% 3.00%
Sensitivity far C 24357
S Fentem’s criteria According to Fentem, tests are UNACCEPTABLE if .
Sensitivity for Naon GyOverClass NC as | ®90verClass 1BC as I % OwverClass NC as If Owerllass 1BC as 1A=50%
Corr Corr. 14 Camz50%
Accuracy 17.03% 46.24%
W UnderClass 1BC as | Y UnderClass 14 as | If % UnderClass. 1BC as I UnderClaszs. 14 as WC=30%
NC NC NCz=30%
7.53% 0.00%
# A-4. EpiCS™M A HE o T
epiCS with entire set of chemicals
I vive categories ’ : Sum
22 2 0 24
In vive Cat. 1A
23 20 4 6l
In vive Cat. 1BC
0 21 53 74
In vive Cat. NC
Sum 50 52 57 159

Within 1A Vs. 1BC Calculations over the 3 chemicals categories:

Sensitivity for 1A 91.67% Checking the misclassifications over the 3 categories:
Specificity Accuracy (Pred. C) % QverClass 1BC as 1A %OverClassNC as 1BC % OverClass NC as 1A
= Sensitivity for 1BC 50.88% 65.41% 45,90% 28.38% 0.00%
Accuracy 62.96% % UnderClass 1BC as
% UnderClass 1A as 1BC % underClass 1Aas NC NC

Corr. Vs. Non Corr Correctly Class 8.33% 0.00% 6.56%
Sensitivity for Corr 95.29% Cat.1A 91.67%

Cat.1BC 47.54% | % of OverClass % of UnderClass
Sp for Coor
- 5a for Non Corr 71.62% Cat. NC 71.62% 30.82% 3.77%

Accuracy 84.28%






