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LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical Veh.i tConc. | Highest BrdU LE: A Resul Human Ref. Trad. Ref. GP Ref. Skin e Skin
Name ) Tested SI Result* LLNAS ) Humané | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Takeyoshi
+
1,4-Phenylene- etal. 2005., ICCVAM 1999 ICCVAM ICCVAM No at Basketter
diamine AOO 2 11.70 Takeyoshi (26.4 + + (Gerberick et al. 1999 1999 <0.5% etal.
etal. 10/(;)’ 2005) (GP) 2007
2007b
Takeyoshi
+
1,4-Phenylene- etal. 2005., ICCVAM 1999 ICCVAM ICCVAM No at Basketter
diamine AOO 10 14.70 Takeyoshi (26.4 + + (Gerberick et al. 1999 1999 <0.5% etal.
etal. 1%)’ 2005) (GP) 2007
2007b
2- Tak hi ) ICCVAM 1999 No at
akeyosi + (case . ICCVAM Bjorkner oa Scholes et
Hydroxypropyl AOO 50 1.13 etal. (13 - study, (Gerberick et al. 1999 1984 <10% al. 1992
-methacrylate 2007b o 0.1%) 2005) (GP) :
50%)
2- Takeyoshi * * ICCVAM 1999 | | [CSZ;;M Noat | Basketter
Mercaptobenzo DMF 50 1.627 etal. (8.6 + (5/24 (Ryan et al. 1999 (Kligman <10% etal
-thiazole 2007b 10%) 10%) 2000) 1966) (GP) 2007
2- Takeyoshi * * ICCVAM 1999 | | [CSZ;;M Noat | Basketter
Mercaptobenzo | DMSO8 25 2.23910 | unpublish- (8.6 + (5/24 (Ryan et al. 1999 (Kligman <10% etal
-thiazole ed 2009 10%) 10%) 2000) 1966) (GP) 2007




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
ICCVAM
2- Takeyoshi * * ICCVAM 1999 | |0 1999 Noat | Basketter
Mercaptobenzo | DMSO8 25 2.511011 | ynpublish- (8.6 + (5/24 (Ryan et al. 1999 (Kligman <10% etal
-thiazole ed 2009 10%) 10%) 2000) 1966) (GP) 2007
2-Methoxy-4-
(7-methoxy-3-
methyl-5-
1-2,3-
Sfl:) p;:oy Takeyoshi Takeyosh No at < Takeyosh
benyzofuran- AOO 30 5.37 etal. NA + NA NA ietal NA 506 (GF_’) ietal
2007a 2007a ° 2007a
2yl)-phenol
(Synonym:
Dehydrodiisoe
ugenol)
2,2'-
Dihyd 1-
3 13 ,y d'rox%c]h Takeyoshi Takeyosh No at Takeyosh
co d;;rl’le : Y 0o 30 2.30 etal. NA - NA NA ietal. NA <5% ietal.
’ ¥ 2004a 2004a (GP) 2004a
biphenyl
(DHEA)
+
2,4- ICCVAM 1999 No at Baskett
. Kojima et ) ICCVAM | ICCVAM oa askerer
Dinitrochloro- AOO 1 4.30 al. 2008 1 (43.9 + + (Kimber et al. 1999 1999 <0.1% etal.
benzene : o 1995) (GP) 2007

0.25%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+
2,4- ICCVAM 1999 No at Baskett
- Kojima et ) ICCVAM | ICCVAM oa askerter
Dinitrochlorob AOO 1 8.37 + + (Kimber et al. <0.1% etal.
al. 20082 | (43.9, 1995 1999 1999 cp 2007
enzene 0.25%) ) (GP)
+
2,4- ICCVAM 1999 No at Baskett
- Kojima et : ICCVAM | ICCVAM oa askerter
Dinitrochlorob AOO 1 6.2612 + + (Kimber et al. <0.1% etal.
al. 20083 | (43.9, 1995 1999 1999 cp 2007
enzene 0.25%) ) (GP)
+
2,4- ICCVAM 1999 No at Baskett
a Kojima et ) ICCVAM | ICCVAM o asketter
Dinitrochlorob AOO 1 5.50 + + (Kimber et al. <0.1% etal.
al. 20084 | (43.9, 1995 1999 1999 cp 2007
enzene 0.25%) ) (GP)
+
2,4- ICCVAM 1999 No at Baskett
a Kojima et ) ICCVAM | ICCVAM o asketter
Dinitrochlorob AOO 1 18.8012 + + (Kimber et al. <0.1% etal.
al. 2008 5 (43.9, 1995 1999 1999 GP 2007
enzene 0.25%) ) (GP)
+
2,4- ICCVAM 1999 No at Baskett
- Kojima et ) ICCVAM | ICCVAM oa asketter
Dinitrochlorob AOO 1 4.83 + + (Kimber et al. <0.1% etal.
al. 2008 6 (43.9, 1995 1999 1999 GP 2007
enzene 0.25%) ) (GP)
+
2,4- ICCVAM 1999 No at Baskett
- Kojima et ) ICCVAM | ICCVAM oa asketter
Dinitrochlorob AOO 1 12.98 al. 2008 7 (43.9 + + (Kimber et al. 1999 1999 <0.1% etal.
enzene : o 1995) (GP) 2007

0.25%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+
2,-4-. Takeyoshi IC(;VAM 1999 ICCVAM ICCVAM No at Basketter
Dinitrochlorob AOO 2 17.90 + + (Kimber et al. <0.1% etal.
etal. 2005 | (43.9, 1995 1999 1999 cp 2007
enzene 0.25%) ) (GP)
Takeyoshi
+
2,-4-. etal. 2006., IC(;VAM 1999 ICCVAM ICCVAM No at Basketter
Dinitrochlorob AOO 2 6.84 Takeyoshi + + (Kimber et al. <0.1% etal.
tal (435, 1995 1999 1999 GP 2007
enzene etal. 0.25%) ) (GP)
2007b
4-[1-Hydroxy-
2-(2-methoxy-
4-propenyl-
phenyoxy)- Takeyoshi Takeyosh No at < Takeyosh
propyl]-2- AOO 30 1.1913 etal. NA - NA NA ietal. et NA 54 (Gl;) ietal. et
methoxy- 2007a al. 2007a 0 al. 2007a
phenol
(Synonym: B-0-
4-Dilignol)
, Basketter
. Takeyoshi * Basketter et al. ICCVAM Basketter Noat and
4-Chloroaniline AOO 25 2.53 etal. + + 2000 1999 etal 2.5% Scholes
2007b (3:3) 1999 (GP)

1992




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical Veh.t tConc. | Highest BrdU L{; A Resul Human Ref. Trad. Ref. GP Ref. Skin e Skin
Name ' Tested SI Ref2 Resnlts R Result* LLNAS ) Humané | Irritant? | Irritatio
(%) ' n
4- Takeyoshi * N Basketter and Basal;e;ter Basketter No at < Basketter
Methylamino- DMF 10 3.98 unpublish- (6.7 + (HPTA) Scholes 1992 Scholes etal. 504 (Gl;) etal.
o/, y 1 0
phenol sulfate ed 2009 2.5%) 1992 1999b 2007
4,5'-Diallyl-2'-
h, droi{a }2, 3 Takeyoshi Takeyosh No at < Takeyosh
dfmethzxy'phen A0O 20 7.30 etal. NA + NA NA ietal. NA sooGp) | et
0
2004 2004 2004
yl ether (DHEB) a a a
i;:thhlolrz-z- Takeyoshi * Gerberic | .\, | Nonirrita | Basketter
isothi};zolin 3 DMF 0.5 4.83 unpublish- (0.1 + + ICCVAM 1999 k etal. 1999 ntat 0.1% etal.
one solution ed 2009 277) 2005 (GP) 2007g
. No at< Basketter
0,
Takeyoshi * CCVAM 1999 | | [CSZ;;M 1(22)/? etal.
Aniline AO0O 100 2.07 unpublish- (3.6, + 5 (Basketter et al. . e 2007;
ed 2009 1009)!1 (7/25at 1991) 1999 (Kligman | Irritant
; 20%) 1966) | at20%in | Kligman
humans 1966




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.1 BrdU LLNA Resul Ref. GP . .
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
No data.
Low
irritancy
Takeyoshi i ICCVAM potential | Basketter
Chlorobenzene AOO 100 4.4310 unpublish- - NA ICCVAM 1999 NA assumed etal.
d 2009 (1.7, 1999 based 1998
e 10%) aée. on
clinical
literature
Cinnamic Takeyoshi + Gerberick et al Robinson Jordan Nonirrit. | Robinson
alcohol AOO 50 2.74 unpublish- (5.7, + + 2005 ’ etal. and King at 1% etal.
ed 2009 100%) 1990 1977 (GP) 1990
. + Mild
Cinnamic 400 0 207 Tat‘z’;’sm . . (;Caixggeige?:l ICCVAM | ICCVAM | irritantat | ECETOC
aldehyde ’ 20075 (184, 1992) ' 1999 1999 100% 1995
25%)13 (rabbits)
Takeyoshi
+
- etal. ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Citral AOO 50 16.35 2007Db; (205 + + (Basketter et al. 1999 1999 <0.5% etal.
Takeyoshi 20%) 1991) (GP) 2007
etal. 2005
Basketter
Takeyoshi + Negative
ICCVAM ICCVAM d
Cobalt chloride | DMSO | 5 3.68 | unpublish- " + ICCVAM 1999 1996 Lago | ALS05% | o
ed2009 | (75,5) (GP)

1992




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
. +
Cyclamen Takeyoshi - (0/64, Gerberick et al. Basketter Yesat ECETOC
aldehyde AOO 100 1.97 etal. (5.2 NA 4%) 2005 NA etal. 100% 1995
Ly 0 .
2007b 50%) 2005 (rabbits)
. +
Cyclamen Takeyo.shl - (0/64, Gerberick et al. Basketter Yesat ECETOC
aldehyde AOO 100 5.71 unpublish- (5.2 NA 4%) 2005 NA etal. 100% 1995
Ly 0 .
ed 2009 50%) 2005 (rabbits)
M 1li
Takeyoshi + Gerberick et al a;rnz(;l ! Nonirrit. | Basketter
Diethyl maleate AOO 25 6.27 unpublish- (22.6, NA + 2005 ' NA Maibach at 100% etal.
d 2009 509 GP 2007b
¢ %) 1980 (GP)
Diethyl ) -
phthalate Takeyoshi * ICCVAM 1999 | ) caket | 1ccvam | N°3 | EceToc
. AOO 50 0.88 etal. - (Gerberick et al. <100%
(Phthallic acid 2007b (1.5, (HPTA) 2005) al. 1977 1999 (rabbits) 1995
diethylester) 100%)
Takeyoshi ) ICCVAM 1999 Basketter
Dimethyliso- ICCVAM
;ﬁlzla{e‘” A0O 50 1.26 etal. i . . (Basketter and ooy | ctal NA NA
P 2007b ’ Scholes 1992) 1999

25%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Takeyoshi
. etal. 2005; +
Diphenyleyclo- =, 2 19.10 | Takeyoshi NA 4 ICCVAM 1999 NA ICCVAM NA NA
propenone 1999
etal. (NA)
2007b
. . +
Diphenyleyelo- - 10 934 | ‘akeyoshi NA ¥ ICCVAM 1999 NA ICCVAM NA NA
propenone etal. 2005 1999
(NA)
Takeyoshi +
Diphenylcyclo- ICCVAM
;g Zgz HCZC | ao0o 10 11.62 etal, NA ¥ ICCVAM 1999 NA 1999 NA NA
prop 2007b (NA)
Takeyoshi + Gerberick et al Van der Mzrnz(l;lll Nonirrit. Van der
Ethyl acrylate AOO 100 4.95 unpublish- (4, - + 2005 ’ Walle et Maibach at3% Walle et
ed 2009 50%) al. 1982 (GP) al. 1982
1974
) ICCVAM ICCVAM . Wahlberg
Ethvlene slveol Takeyoshi + 1999: 1999; Nonirrit. and
rhylene gy MEK 100 311 | unpublish- | (7, - + ICCVAM 1999 ' | Basketter | at1%
dimethacrylate Gerberic Boman
ed 2009 50%) k1992 etal. (GP) 1985
1999Db
+
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 10 3.18 et al 2005 17 + + (Loveless et al. 1999 1999 <25% etal.
: ' 1996) (GP) 2007

50%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAsS Humané | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
. +
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 30 3.30 etal. 17 + + (Loveless et al. 1999 1999 <25% etal.
2004a 500) 1996) (GP) 2007
. +
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 30 3.83 etal. 17 + + (Loveless et al. 1999 1999 <25% etal.
2007a 500) 1996) (GP) 2007
+
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 50 12.30 + + (Loveless et al. <25% etal.
etal. 2005 (17, v 1999 1999 cp 2007
50%) ) (GP)
+
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 50 3.10 + + (Loveless et al. <25% etal.
etal. 2006 (17, 1996 1999 1999 GP 2007
50%) ) (GP)
+
ICCVAM 1999 No at Baskett
Kojima et ICCVAM | ICCVAM oa asketter
Eugenol AOO 50 7.09 + + (Loveless et al. <25% etal.
al. 2008 7 (17, 1996 1999 1999 GP 2007
50%) ) (GP)
¥
ICCVAM 1999 No at Baskett
Kojima et ICCVAM | ICCVAM oa asketter
Eugenol AOO 50 3.17 al. 2008 2 (17 + + (Loveless et al. 1999 1999 <25% etal.
: ' 1996) (GP) 2007

50%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+
Kojima et ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 50 3.18 al. 2008 6 17 + + (Loveless et al. 1999 1999 <25% etal.
50%) 1996) (GP) 2007
. +
Takeyoshi ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Eugenol AOO 50 17.70 etal. 17 + + (Loveless et al. 1999 1999 <25% etal.
2007b 50%) 1996) (GP) 2007
+
Kojima et IC(-ZVAM 1999 ICCVAM ICCVAM No at Basketter
Formaldehyde ACE 10 16.59 + + (Kimber et al. <2% etal.
al.20085 | (11.9, 1991 1999 1999 cp 2007
25%) ) (GP)
+
Kojima et IC(-ZVAM 1999 ICCVAM ICCVAM No at Basketter
Formaldehyde ACE 10 4.40 + + (Kimber et al. <2% etal.
al. 2008 1 (119, 1991 1999 1999 GP 2007
25%) ) (GP)
+
ICCVAM 1999 No at Baskett
Kojima et ) ICCVAM | ICCVAM oa asketter
Formaldehyde ACE 10 1.97 + + (Kimber et al. <2% etal.
al. 2008 6 (119, 1991 1999 1999 GP 2007
25%) ) (GP)
Kojima et ' Hilton et. al 1998 Gad et al Scrzszide
Glutaraldehyde ACE 1 28.64 al. 2008 5 (18, + + (Gerbzeor(lJcsl; etal 1986 Akkan NA NA
2.5%) 2004




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAsS Humané | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Kojima et ' Hilton et. al 1998 Gad et al Scrgsiide
Glutaraldehyde ACE 1 3.72 al. 2008 1 (18, + + (Gerbzeor(l);k etal. 1986 Akkan NA NA
2.5%) ) 2004
Kojima et ' Hilton et. al 1998 Gad et al Scrgsiide
Glutaraldehyde ACE 1 2.25 al. 2008 6 (18, + + (Gerbzeor(l);k etal. 1986 Akkan NA NA
2.5%) ) 2004
Takeyoshi
Schneid
etal 2005; | * Hiltonet.al 1998 | | "
Glutaraldehyde | AOO1S 2 14.60 Takeyoshi (18 + + (Gerberick et al. 1986 ' Akkan NA NA
z(i)toa;i) 2.5%) 2005) 2004
Takeyoshi )
etal. 2005; |V Hilton et.al 1998 | . Scrhzszide
Glutaraldehyde | AOO?5 10 15.50 Takeyoshi + + Gerberick et al. ' NA NA
(18 1986 Akkan
2?03715 2.5%) 2005) 2004
Takeyoshi ICCVAM 1999
ICCVAM ICCVAM
Glycerol None8 50 1.29 etal. (1.1, - - (Gerberick et al. 1999 1999 NA NA
2007b 100%)* 2005)

6




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Takeyoshi ) ) ICCVAM 1999 Iclc(;g‘:M Yes at Klieman
Hexane AOO 100 1.76 unpublish- (2.2 NA (0/25 (Gerberick et al. NA (Kligman 100% 1g66
ed 2009 100%) 100%) 2005) 1966) (humans)
Takeyoshi - - ICCVAM 1999 Iclc‘;g:M Yesat Kligman
H AOO 50 1.89 NA Gerberick et al. NA 1009
exane etal. 2005 | (2.2, (o725, | (Cer zeor(l)‘; eta (Kiigman | & 1966
100%) 100%) ) 1966) | (humans)
+
Hexyl cinnamic Takeyoshi ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehyde AOO 25 2.44 et al 2003 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
+
Hexyl cinnamic Takeyoshi ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehyde AOO 50 3.64 etal. 2003 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
+
Hexyl cinnamic Takeyoshi ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehyde AOO 50 5.90 etal. 2005 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
+
Hexyl cinnamic Takeyoshi ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehvde AOO 50 3.64 etal. 2006 (20 + + (Loveless et al. 1999 etal. <10% etal.
Y ' ' 1996) 1999 (GP) 2007

50%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . .
Name Tested SI Result* LLNAsS Humané | Irritant? | Irritatio
Ref.2 Result3 t
(%) N
¥
ICCVAM 1999 Baskett No at Baskett
Hexy] cinnamic Takeyoshi ICCVAM asketter oa asketter
aldehyde A00 50 272 etal. 2006 (20 * * (Loveless etal. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
+
Tak hi ICCVAM 1999 Baskett No at Baskett
Hexyl cinnamic akeyoshi ICCVAM asketter oa asketter
aldehyde AOO 50 3.02 etal. (20 + + (Loveless et al. 1999 etal. <10% etal.
2007b 50%) 1996) 1999 (GP) 2007
+
ICCVAM 1999 Baskett No at Baskett
HeXy] cinnamic Kojima et ICCVAM asketter oa asketter
aldehyde AOO 50 3.40 al. 2008 1 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
¥
ICCVAM 1999 Baskett No at Baskett
HeXy] cinnamic Kojima et ICCVAM asketter oa asketter
aldehyde AOO 50 2.87 al. 2008 3 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
¥
ICCVAM 1999 Baskett No at Baskett
Hexyl cinnamic Kojima et ICCVAM asketter oa asketter
aldehyde AOO 50 3.34 al. 2008 4 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
¥
ICCVAM 1999 Baskett No at Baskett
Hexyl cinnamic Kojima et ICCVAM asketter oa asketter
aldehvde AOO 50 13.50 al 2008 5 (20 + + (Loveless et al. 1999 etal. <10% etal.
Y ' ' 1996) 1999 (GP) 2007

50%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+
Hexyl cinnamic Kojima et ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehyde AOO 50 3.27 al. 2008 6 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
+
Hexyl cinnamic Kojima et ICCVAM 1999 ICCVAM Basketter No at Basketter
aldehyde AOO 50 3.84 al. 2008 7 (20 + + (Loveless et al. 1999 etal. <10% etal.
50%) 1996) 1999 (GP) 2007
ICCVAM
¥ ¥ 1999
Tak hi ICCVAM 1999 No at Baskett
Hydroxy- akeyosht . ICCVAM (Marzulli oa asketter
citronellal AOO 100 1.34 etal. (85 + (14/73 (Gerberick et al. 1999 and <50% etal.
2007b 100%) 20%) 2005) Maibach (GP) 2007
1980)
ICCVAM
¥ ¥ 1999
Tak hi ICCVAM 1999 No at Baskett
Hydroxy- a eyqs ! . ICCVAM (Marzulli oa asketter
citronellal AOO 100 4.78 unpublish- (85 + (14/73 (Gerberick et al. 1999 and <50% etal.
ed 2009 100%) 20%) 2005) Maibach (GP) 2007
1980)
Basketter
Takeyoshi + No at
Imidazolidinyl Gerberick et al. ICCVAM ICCVAM d
ur:;aazo 1amy DMF 50 161 | unpublish- | (5.5, + ¥ er ‘;rol(c)se a 1996 1999 < 75% Sca;:)les
ed 2009 50%) (GP)

1992




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical t Conc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Basketter
. . Takeyoshi + ) No at
Lr:;:azohdmyl DMSO 75 22710 unpublish- (5.5, . N Gerb;rolgl; etal. IClC()\g/;M IC1C9\;/;M <75% Sce;lr:)(lies
ed 2009 50%) (GP)
1992
+
) ICCVAM 1999 No at Basketter
Isoeugenol AOO 10 8.40 z::f };(655151 (31 + + (Basketter and ICfg\g:M ICfg\g?)M <5% etal.
: 50 . Cadby 2004) (GP) 2007
%)
Takeyoshi
etal. 2006; * ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Isoeugenol AOO 10 2.40 Takeyoshi (31 + + (Basketter and 1999 1999 <5% etal.
etal. 50 ) Cadby 2004) (GP) 2007
2007b
Takeyoshi * ICCVAM 1999 ICCVAM ICCVAM No at Basketter
Isoeugenol AOO 30 6.73 etal. 31 + + (Basketter and 1999 1999 <5% etal.
2007a . Cadby 2004) (GP) 2007
5%)
+
. i ICCVAM 1999 No at
Isopropanol AOO 50 2.2213 Kojima et - (case (Gerberick et al. ICCVAM Kwon et <100% ECETOC
al. 2008 1 (1.7, d 1999 al. 2003 . 1995
5006)13 study, 2005) (rabbits)

0.001%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.1 BrdU LLNA Resul Ref. GP . .
Name Tested SI Result* LLNAS Humané Irritant? Irritatio
Ref.2 Result3 t
(%) n
+
) ICCVAM 1999 No at
Isopropanol AOO 50 0.9813 Kojima et - (case (Gerberick et al ICCVAM Kwon et < 1(())3‘V ECETOC
prop ' al.20083 | (17, " 1999 al.2003 | =07 1995
500)13 study, 2005) (rabbits)
0.001%)
+
i ICCVAM 1999 No at
Isopropanol AOO 50 1.57 Kojima et (case (Gerberick et al ICCVAM Kwon et < 1(())80/ ECETOC
prop ' al. 20084 | (L7, i | 1999 | aL2003 | = -7 1995
5006)13 study, 2005) (rabbits)
0.001%)
+
) ICCVAM 1999 No at
Isopropanol AOO 50 0.9413 Kojima et (case (Gerberick et al ICCVAM Kwon et < 1(())80/ ECETOC
prop ' al.20085 | (17, " 1999 al.2003 | =07 1995
5006)13 study, 2005) (rabbits)
0.001%)
+
) ICCVAM 1999 No at
Isopropanol AOO 50 2.0413 Kojima et (case (Gerberick et al ICCVAM Kwon et < 1(())3‘V ECETOC
prop ' al.20086 | (17, 4 " 1999 al.2003 | =07 1995
5006)13 study, 2005) (rabbits)
0.001%)
+
i ICCVAM 1999 No at
Isopropanol AOO 50 1.01 Kojima et (case (Gerberick et al ICCVAM Kwon et < 1(())80/ ECETOC
prop ' al. 20087 | (17, stud oos | 1999 | al2003 | bb_t" 1995
509)13 ¥ ) (rabbits)

0.001%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+
Takeyoshi ICCVA§11999 ICCVAM Kwon et No at ECETOC
Isopropanol AOO 100 0.9214 etal. - (case (Gerberick et al. <100%
(1.7, 1999 al. 2003 . 1995
2007b 500)13 study, 2005) (rabbits)
0 0.001%)
Takeyoshi
+
etal. 2005; - Ryan et al. 2000 No at
Isopropyl A0O 50 420 | Takeyoshi NA (Gerberick et al. NA Opdyke | _ 1009 | ECETOC
myristate ral (34, (0/25) 2005 1976 bbit 1995
etal. 100%) ) (rabbits)
2007b
. Cosmetic
Kotima et ; ] ICCVAM 1999 | | | Basketter lrsr]itg;tll: Ingredien
Lactic acid DMSO 50 2.53 J - (Gerberick et al. etal. & t Review
al. 2008 7 (2.2, 1999 at 10%
25%) (no data) 2005) 1999 (rabbits) Panel
1998
) Cosmetic
Corinma et ; ] ICCVAM 1999 | | Basketter lrsrlitg:ttlg' Ingredien
Lactic acid DMSO 50 1.89 ) - (Gerberick et al. etal. & | tReview
al. 2008 4 (2.2, 1999 at10%
25%)- (no data) 2005) 1999 (rabbits) Panel
1998
Cosmetic
- Slightl
Kotima et - ICCVAM 1999 | | Basketter irr;tgati: Ingredien
Lactic acid DMSO 50 1.80 J - (Gerberick et al. etal. & t Review
al. 2008 3 (2.2, (no data) 2005) 1999 1999 at 10% Panel
25%)- (rabbits)

1998




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA | Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
+ Mild
Takeyoshi Basketter
Gerberick et al. irritantat | ECETOC
Linalool A0O | 100 | 1459 | unpublish- | oo NA - e ;rolgse 2 NA | etal 1rr110a0rl/a oo
.0, 0
d 2009 2001
€ 100%) (rabbits)
+ Mild
Takeyoshi Basketter
Gerberick et al. irritantat | ECETOC
Linalool A00 | 100 465 | unpublish- | o NA - e ;rolgse 2 NA | etal 1rr110a0rl/a oo
.0, 0
d 2009 2001
€ 100%) (rabbits)
Takeyoshi * ICCYAM 1999 ICCVAM No at Basketter
m- 1999; GP ICCVAM
, AOO 25 3.06 etal. NA + . <5% etal.
Aminophenol 2007b (5.7, (Gerbericketal. | was + 1999 GP 2007
10%) 2005) nonstd (GP)
Methyl Kojima et IC(;VAM 1999 ICCVAM ICCVAM Irritant | Gerberick
: AOO 50 1.43 - - (Kimber et al. at 10% etal.
salicylate al. 2008 1 (2.9, 1995 1999 1999 _ 2002
20%) ) (mice)
Methyl Kojima et IC(?VAM 1999 ICCVAM ICCVAM Irritant | Gerberick
: AOO 50 1.44 - - (Kimber et al. at10% etal.
salicylate al. 2008 2 (2.9, 1995 1999 1999 ) 2002
20%) ) (mice)
Methyl Kojima et IC(-ZVAM 1999 ICCVAM ICCVAM Irritant Gerberick
: AOO 50 1.40 - - (Kimber et al. at10% etal.
salicylate al. 2008 3 (2.9, 1999 1999 )
20%) 1995) (mice) 2002




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP ki L.
Name Tested SI Result* LLNAS Humané | Irritant? Irritatio
Ref.2 Result3 t
(%) n
- Vanden- Baskett
Takeyoshi ICCVAM b:rn ::d Noat asaned 3
Nickel chloride DMSO 5 2.39910 | unpublish- + + ICCVAM 1999 5 . <0.15%
ed 2009 (2.4, 1999 Epstein GP) Scholes
5%) 1963 1992
No at Baske(;ter
Kojima et ' ICCVAM ICCVAM < 0.15% Sc?lr:)les
Nickel sulfat DMSO 10 2.58 R tal 2002 GP); Y
ickelsulate al.20083 | (31, * ¥ yaneta 1999 1999 | (GPhYes | gqy,
o at10% .
5%) (h ) Kligman
umans 1966
No at Baske(;ter
Kojima et ' ICCVAM ICCVAM < 0.15% Sc?lr:)les
Nickel sulfat DMSO 10 4.53 R tal 2002 GP); Y
kel suftate al.20084 | (3.1, * ¥ yaneta 1999 1999 | (GPhYes | gq,
o at10% .
5%) (h ) Kligman
umans 1966
No at Baske(;ter
Kojima et ' ICCVAM ICCVAM < 0.15% Sc?lr:)les
Nickel sulfat DMSO 10 2.66 R tal 2002 GP); Y
kel suftate al.20087 | (3.1, * ¥ yaneta 1999 1999 | (GPhYes | gqy,
5%) at10% Kligman
(humans) &

1966




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Takeyoshi
th()zll')- * ICCVAM 1999 ICCVAM Basketter No at Basketter
P _ A0O 1 6.90 - + ¥ . etal. <2.5% etal.
Benzoquinone Takeyoshi | (52.3, (Gerberick et al. 1999 1999 . 2007
etal. 2.5%) 2005) (GP)
2007b
Takeyoshi + Basketter
Phenyl ICCVAM
bes;‘i’ate A00 | 667 337 | unpublish- | (11.1, + + ICCVAM 1999 190 etal NA NA
ed 2009 25%) 2005a
i ICCVAM 1999 No at
Propylene Takeyoshi + . ICCVAM ICCVAM oa Kligman
AO0OY7 10 1.20 - (Gerberick et al. <25%
glycol etal. 2005 | (L6, (HPTA) 5005 1999 1999 N 1966
100%) ) (humans)
i ICCVAM 1999 No at
Propylene AQOY 50 157 Takeyoshi + (Gerberick et al ICCVAM ICCVAM <;§; Kligman
glycol ' etal. 2005 | (L6, (HPTA) 5005 ' 1999 1999 n 0 1966
100%) ) (humans)
Takeyoshi
tal. 2006; ) ICCVAM 1999 No at
Propylene A0O017 50 09113 igle oshi - y (Gerberick et al IccvaM IccvaM <£§; Kligman
glycol ' y (1.6, (HPTA) ' 1999 1999 S 1966
etal. 100%) 2005) (humans)

2007b




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
Takeyoshi - Irritant | Gerberick
ICCVAM ICCVAM
Salicylic acid AOO 25 1.26 unpublish- (2.5, - - ICCVAM 1999 1999 1999 at 20% etal.
ed 2009 25%) aq (mice) 2002
[rritant
0,
at jg % | EceToc
#66,
(rabbits); 1995
Takeyoshi + Irritant ’
Sodi 1 1 ICCVAM ICCVAM Antono-
51(1)1 f:;;n aury DMF | 167 264 | unpublish- | (89, , - ICCVAM 1999 1999 1999 | 2t10%in Or:ﬂ?lrsloet
ed2009 | 20%) pvME | P
. al. 2008;
(mice); .
Irritant Kligman
1966
at 20%
(humans)
ICCVAM
Takeyoshi - No at
ICCVAM 1999; Kli
Sulfanilamide DMF 50 126 | unpublish- | (1, ; ; ICCVAM 1999 _ < 25% \gman
ed 2009 50%) 1999 Kligman (humans) 1966
1966
trans- *
. Takeyoshi Gerberick et al.
Cinnamaldehyd AOO 10 5.90 et al 2005 (13.1, NA NA 2005 NA NA NA NA

e

25%)




LLNA: BrdU-ELISA, Traditional LLNA, Guinea Pig, and Human Results
for Substances Tested Using the LLNA: BrdU-ELISA

Highes Referenc
LLNA: Trad. GP
Chemical tConc. | Highest ra Human Ref. Trad. Ref. Skin e Skin
Veh.t BrdU LLNA Resul Ref. GP . o
Name Tested SI Result* LLNAS Human® | Irritant? | Irritatio
Ref.2 Result3 t
(%) n
trans- Kojima et ' Gerberick et al
Ci ldehyd AOO 10 411 NA NA ' NA NA NA NA
innamaideny al 20085 | (131, 2005
€ 25%)
trans- Kojima et ' Gerberick et al
Cinnamaldehyd AOO 10 3.50 al. 2008 4 (131, NA NA 2005 NA NA NA NA
€ 25%)
trans- Kojima et ' Gerberick et al
Ci ldehyd AOO 10 3.37 NA NA ' NA NA NA NA
inamaiceny al. 20082 | (131, 2005
€ 25%)
Baskett
— Takeyoshi * ICCVAM 1999 No at askerter
Trimellitic i . ICCVAM and
: AOO 10 7.85 unpublish- + NA (Gerberick et al. NA <10%
anhydride 42009 (4.6, 2005 1999 (GP) Scholes
€ 25%) ) 1992
+
Takeyoshi Irritant
ICCVAM Kli
Xylene A0O 100 | 409 | unpublish- | (5 NA - ICCVAM 1999 NA oo | 2t100% 11‘22‘2“
ed 2009 100%) (humans)

Abbreviations: ACE = acetone; aq = aqueous; AOO = acetone: olive oil (4:1); DMF = N,N-dimethyl formamide; DMSO = dimethyl sulfoxide; LLNA: BrdU-
ELISA = murine local lymph node assay with enzyme-linked immunosorbent assay detection of bromodeoxyuridine; Conc.= concentration; GP = guinea pig;
LLNA = murine local lymph node assay; NA = not available; nonstd = nonstandard; PC = positive control; Ref. = reference; SI = stimulation index; Trad. =

traditional; Veh. = Vehicle.




+

1

= sensitizer; - = nonsensitizer

Applies to both traditional LLNA and LLNA: BrdU-ELISA unless otherwise noted.

Number after Kojima et al. 2008 represents the laboratory that submitted the test.

Numbers in parentheses indicate the maximum Sl and the highest concentration tested.

Information in parentheses provides the evidence for the human result, usually as incidence of a positive human response at the challenge concentration.
Reference in parentheses applies to the maximum Sl and the highest concentration tested, if it is different from the reference for the traditional LLNA result.
Reference in parentheses applies to the evidence for the human result if different from the sensitizer/nonsensitizer outcome.

Maximum Sl occurred at 12.5%.

Vehicle for the traditional LLNA was DMF.

An outlier in the vehicle control group was excluded for the calculation of the Sl values for this test. See Annex 1V for the results of the test with and without
the outlier.

19 This test was not used in the accuracy analysis because the test results were submitted after all independent peer reviews had been completed.

1 Mouse strain, CBA/J, is different from that specified in the protocol, CBA/JN.

12 Maximum Sl occurred at 0.3%.

13 Maximum SI occurred at 10%.

4 Maximum SI occurred at 50%.

B\/ehicle for the traditional LLNA was acetone.

¥Maximum Sl occurred at 25%.

"\/ehicle for the traditional LLNA was distilled water.
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Annex I11-2

Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and
Traditional LLNA Results (Alphanumeric Order)
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Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest | 295 | 23 | 22 Stats SI> | SI> | SI> | SI= | SI2 | SI> | SI> | SI> | SIz | SIz | SI2 B'r o ) LLNA
Name Tested SI % CI SD SD "1 50|45|40|35(30|25|20(|19 |16 | 15| 13 ELISA! Result
(%) 2
14- Ta;e}zlt(;;}; et
Phenylene- 106-50-3 2 11.70 + + + + + + + + + + + + + + + ) X +
diami Takeyoshi et
tamine al. 2007b
14- Takle}zlgi)};i et
al. 5
Phenylene- 106-50-3 10 14.70 + + + + + + + + + + + + + + + . +
diami Takeyoshi et
famine al. 2007b
2-Hydroxy- .
Takeyoshi et
propylmetha- 923-26-2 50 1.13 - - - - - - - - - - - - - - - al. 2007b -
crylate
2- Takeyoshi et
Mercaptoben- | 149-30-4 50 1.62 + + | o+ - y - y - y N S R R yoshie +
. al. 2007b
zothiazole
24- Kojima et al
Dinitrochloro- 97-00-7 1 4.30 + + + + - - + + + + + + + + + ) ’ +
20081
benzene
24- Koji t al
Dinitrochloro- 97-00-7 1 8.37 + + + + + + + + + + + + + + + ojima et al. +
2008 2
benzene
24- Kojima et al
Dinitrochloro- 97-00-7 1 6.26 + + + + + + + + + + + + + + + ) ’ +
2008 3
benzene




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SI>z | SI= | SI= | SI=2 | SI= | SI= | SI= | SI= | SI= | SI2 B.r du- ) LLNA
Name Tested SI % CI SD | SD "1 50|45|40|35(30|25|20(|19 |16 | 15| 13 ELISAL Result
(%) z
2,4- Koji t al
Dinitrochloro- 97-00-7 1 5.50 + + + + + + + + + + + + + + + ojima et al. +
2008 4
benzene
24- Kojima et al
Dinitrochloro- 97-00-7 1 18.80 + + + + + + + + + + + + + + + ) ’ +
2008 5
benzene
24- Koji t al
Dinitrochloro- 97-00-7 1 4.83 + + + + - + + + + + + + + + + ojma et al. +
2008 6
benzene
24- Kojima et al
Dinitrochloro- 97-00-7 1 12.98 + + + + + + + + + + + + + + + ) ’ +
2008 7
benzene
2,4- .
Dinitrochloro- 97-00-7 2 17.90 + + + + + + + + + + + + + + + Takeyoshi et +
al. 2005
benzene
Dinitrochloro- 97-00-7 2 6.84 + + + + + + + + + + + + + + + a X +
b Takeyoshi et
enzene al. 2007b
4- Takeyoshi et
106-47-8 25 2.53 + + + + - - - - - + + + + + +
Chloroaniline al. 2007b *
4- Takeyoshi
Methylamino- 55-55-0 10 3.98 + + + + - - - + + + + + + + + unpublished +
phenol sulfate 2009




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and
Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SIz | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SI=2 | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
5-Chloro-2-
Takeyoshi
Tneth_yl-[}-, 55965- 0.5 4.83 + + + + - + + + + + + + + + + unpublished +
isothiazolin- 84-9
. 2009
3-one solution
Takeyoshi
Aniline 62-53-3 100 2.07 + + + + - - - - - - + + + + + unpublished +
2009
G . Takeyoshi
[nnamic 104-54-1 50 2.74 + S - + - - -+ |+ |+ | + | + | + | unpublished +
alcohol
2009
Cinnamic Takeyoshi et
-55- . + + + + - - - + + + + + + + +
aldehyde 104-55-2 50 3.97 al. 2007b *
Takeyoshi et
Citral 5392-40- 50 16.35 + + + + + + + + + + + + + + + al. 2007?; +
5 Takeyoshi et
al. 2005
Cobalt 7646-79- Takeyoshi
. 5 3.68 + + + + - - - + + + + + + + + unpublished +
chloride 9
2009
Cyclamen Takeyoshi et
103-95-7 100 1.97 + + + + - - - - - - - + + + +
aldehyde al. 2007b *
Cvel Takeyoshi
yeamen 103-95-7 100 5.71 + + + + + + + + + + + + + + + unpublished +
aldehyde

2009




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
. Takeyoshi
Diethyl 141-05-9 25 6.27 + + + + + + + + + + + + + + + unpublished +
maleate
2009
Diethyl
phthalate Takeyoshi et
(Phthallic acid 84-66-2 50 0.88 al. 2007b
diethylester)
Dimethyliso- 1454-93- 50 1.26 _ ) _ _ ) _ ) _ ) _ _ ) _ ) _ Takeyoshi et i
phthalate 4 al. 2007b
Takeyoshi et
Diphenyley- 886-38-4 2 19.10 + + + + + + + + + + + + + + + al 2005_; +
clopropenone Takeyoshi et
al. 2007b
Diphenylcy- 886-38-4 10 11.62 + + + + + + + + + + + + + + + Takeyoshi et +
clopropenone al. 2007b
Takeyoshi et
Diphenyley- 886-38-4 10 9.34 + + + + + + + + + + + + + + + al 2005_; +
clopropenone Takeyoshi et
al. 2007b
Takeyoshi
Ethyl acrylate 140-88-5 100 4.95 + + + + - + + + + + + + + + + unpublished +
2009




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SIz | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SI=2 | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
Ethyl
| Cy(');ene Takeyoshi
&y 97-90-5 100 3.11 + + |+ + ol |+ |+ |+ | + | + | unpublished +
dimethacrylat
2009
e
Takeyoshi et
Eugenol 97-53-0 10 3.18 + + + + - - - - + + + + + + + al. 2004a +
Takeyoshi et
Eugenol 97-53-0 30 3.30 + + + + - - - - + + + + + + + al. 2004a +
Takeyoshi et
Eugenol 97-53-0 30 3.83 + + + + - - - + + + + + + + + al. 20072 +
Tak hi et
Eugenol 97-53-0 50 12.30 + + + + + + + + + + + + + + + akeyosale +
al. 2005
Takeyoshi et
E 1 97-53-0 50 3.10 + + + + - - - - + + + + + + +
ugeno al. 2006 *
Kojima et al.
Eugenol 97-53-0 50 7.09 + + + + + + + + + + + + + + + +
20087
Kojima et al.
E 1 97-53-0 50 3.17 + + + + - - - - + + + + + + +
ugeno 2008 2 +
Kojima et al.
Eugenol 97-53-0 50 3.18 + + + + - - - - + + + + + + + 2008 6 +
Eugenol 97-53-0 50 17.70 + + + + + + + + + + + + + + + Takeyoshi et +

al. 2007b




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
Formaldehyd 50-00-0 10 16.59 + + + + + + + + + + + + + + + Kojima etal. +
e 2008 5
Formaldehyd 50-00-0 10 4.40 + + + + - - + + + + + + + + + Kojima etal. +
e 20081
Formaldehyd Kojima et al.
R 50-00-0 10 1.97 + + + + - - - - - - - + + + + 2008 6 +
Glutaralde- Kojima et al.
-30- . + + + + + + + + + + + + + + +
hyde 111-30-8 1 28.64 2008 & +
Glutaralde- Kojima et al.
-30- . + + + + - - - + + + + + + + +
hyde 111-30-8 1 3.72 2008 1 +
Glutaralde- Kojima et al.
111-30-8 1 2.25 + + + + - - - - - - + + + + +
hyde 2008 6 *
Takeyoshi et
Glutaralde- 111-30-8 2 14.60 + + + + + + + + + + + + + + + al 2005_; +
hyde Takeyoshi et
al. 2007b
Takeyoshi et
Glutaralde- 1.2005;
uraraide 111-30-8 10 15.50 + + + + + + + + + + + + + + + a . +
hyde Takeyoshi et
al. 2007b
Takeyoshi et
-81- . + - + + - - - - - - - - - - - -
Glycerol 56-81-5 50 1.29 al. 2007b




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI | SIz | SIz | SI= | SI=2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI % CI SD SD "1 50|45|40|35(30|25|20(|19 |16 | 15| 13 ELISA! Result
(cyo) 2
Takeyoshi
Hexane 110-54-3 100 1.76 + - - + - - - - - - - - + + + unpublished -
2009
Hexane 110-54-3 50 1.89 + + | o+ + oo oo o o -+ |+ | 4 | Takeyoshiet ;
al. 2005
Hexyl .
cinnamic 101-86-0 50 3.64 + + + + - - - + + + + + + + + Takeyoshi et +
al. 2003
aldehyde
Hexyl .
cinnamic 101-86-0 25 2.44 + + |+ + oo s - o -+ | |+ | + | 4 | Takevoshiet +
al. 2003
aldehyde
Hexyl .
cinnamic 101-86-0 50 5.90 + + + + + + + + + + + + + + + Takeyoshi et +
al. 2005
aldehyde
Hexyl .
cinnamic 101-86-0 50 3.64 + + |+ + oo s e e | |+ | | + | + | 4 | Takeyoshiet +
al. 2006
aldehyde
Hexyl .
cinnamic 101-86-0 50 2.72 + + |+ + Lol o s e e | | w |« | 4 | Takeyoshiet) o,
al. 2006
aldehyde
Hexyl .
cinnamic 101-86-0 50 3.02 + + |+ + oo s e |+ | | + | + | 4 | Takevoshiet +
al. 2007b
aldehyde




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and
Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI | SIz | SIz | SI= | SI=2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ! LLNA
Name Tested SI % CI SD SD "1 50|45|40|35(30|25|20(|19 |16 | 15| 13 ELISA! Result
(%) z
Hexyl "
cinnamic 101-86-0 50 3.40 + + | o+ + e s s e e | || e | 4 | Rolimactal +
20081
aldehyde
Hexyl "
cinnamic 101-86-0 50 2.87 + o+ |+ + T e +
2008 3
aldehyde
Hexyl "
cinnamic 101-86-0 50 3.34 + + | o+ + o s s e e+ ]+ |+ | 4 | Kojimaetal +
2008 4
aldehyde
Hexyl "
cinnamic 101-86-0 50 13.50 + + + + + + + + + + + + + + + Kojima etal. +
2008 5
aldehyde
Hexyl "
cinnamic 101-86-0 50 3.27 + + | o+ + o s s e e+ |+ |+ | 4 | Kojimaetal +
2008 6
aldehyde
Hexyl "
cinnamic 101-86-0 50 3.84 + + |+ + e s e e e+ |+ |+ | 4 | Kojimaetal +
20087
aldehyde
Hydroxycit- Takeyoshi et
107-73-5 100 1.34 - - - - - - - - - - -
ronellal * * * * al. 2007b *
. Takeyoshi
Hydroxycit- 107-73-5 100 478 + + | o+ + -+l + ]+ |+ ]+ |+ |+ ] + |+ | + | unpublished +
ronellal 2009




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
. L Takeyoshi
Imidazolidinyl 39239646' 50 1.61 + S - + - -l - - -] - - | -]+ | + | + | unpublished +
urea 2009
Isoeugenol 97-54-1 10 8.40 + + + + + + + + + + + + + + + Takeyoshi et +
al. 2005
Takeyoshi et
1.2006;
Isoeugenol 97-54-1 10 2.40 + + | o+ + A i e T a : +
Takeyoshi et
al. 2007b
Isoeugenol 97-54-1 30 6.73 + + + + + + + + + + + + + + + Takeyoshi et +
al. 2007a
Kojima et al.
1 1 67-63-0 50 2.22 - - - - - - - -
sopropano + + + + + + + + 2008 1
Kojima et al.
1 1 67-63-0 50 0.98 - - - - - - - - - - - - - - - -
sopropano 2008 3
Kojima et al.
-63- . - - - - - - - - - - - - - + + -
Isopropanol 67-63-0 50 1.57 2008 4
Kojima et al.
1 1 67-63-0 50 0.94 - - - - - - - - - - - - - - - -
sopropano 2008 5
Kojima et al.
Isopropanol 67-63-0 50 2.04 + - + - - - - - - - + + + + + 2008 6 -
Kojima et al.
Isopropanol 67-63-0 50 1.01 - - - - - - - - - - - - - - - 2008 7 -




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
Takeyoshi et
Isopropanol 67-63-0 100 0.92 - - - - - - - - - - - - - - - al. 2007b -
Takeyoshi et
ISOP_mpyl 110-27-0 50 4.20 + + + + - - + + + + + + + + + al 2005_; +
myristate Takeyoshi et
al. 2007b
. . Kojima et al.
Lactic acid 598-82-3 50 2.53 + + + + - - - - - + + + + + + 2008 7 -
. . Kojima et al.
Lactic acid 598-82-3 50 1.89 + - + + - - - - - - - - + + + 2008 4 -
. . Kojima et al.
Lactic acid 598-82-3 50 1.80 + - + - - - - - - - - - + + + 2008 3 -
Takeyoshi
Linalool 78-70-6 100 1.45 + - - - - - - - - - - - - - + unpublished +
2009
Takeyoshi
Linalool 78-70-6 100 4.65 + + + + - + + + + + + + + + + unpublished +
2009
m- Takeyoshi et
591-27-5 25 3.06 + + + + - - - - + + + + + + +
Aminophenol al. 2007b *
Methyl Kojima et al.
-36- . + - + - - - - - - - - - - - + -
salicylate 119-36-8 50 143 20081
Methyl Kojima et al.
119-36-8 50 1.44 - - - - - - - - - - - - - - + -
salicylate 2008 2




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and
Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
Methyl Kojima et al.
119-36-8 50 1.40 + - - - - - - - - - - - - - + -
salicylate 2008 3
. 7786-81- Kojima et al.
Nickel sulfate 4 10 2.58 + + + + - - - - - + + + + + + 2008 3 +
7786-81- Koji t al.
Nickel sulfate 4 10 4.53 + + + + - + + + + + + + + + + 0]21 8538(34 a +
. 7786-81- Kojima et al.
. + + + + - - - - - + + + + + +
Nickel sulfate 4 10 2.66 2008 7 +
Takeyoshi et
P . 106-51-4 1 6.90 + + + + + + + + + + + + + + + al. 2004?; +
Benzoquinone Takeyoshi et
al. 2007b
Takeyoshi
Phenyl 93-99-2 66.7 337 + + | o+ + -l -l - - |+ + |+ |+ | + |+ | + | unpublished +
benzoate
2009
Propylene Takeyoshi et
-55- . + - + - - - - - - - - - - + + -
glycol 57-55-6 50 157 al. 2005
Propylene 57.55.6 10 1.20 _ ) _ _ ) _ ) _ ) _ _ ) _ ) _ Takeyoshi et i
glycol al. 2005
Takeyoshi et
Propylene al. 2006;
glycol 57-55-6 50 091 ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) Takeyoshi et i

al. 2007b




Comparison of Multiple LLNA: BrdU-ELISA Decision Criteria and

Traditional LLNA Results

Highest Ref. LLNA: Trad.
Chemical CASRN Conc. Highest 295 23 | 22 Stats SI> | SIz | SIz | SIz | SI2 | SIz | SIz | SIz | SIz | SIz | SI2 B.r du- ) LLNA
Name Tested SI %CI | SD | SD |50 (45|40 |35 |30 |25|20 |19 |16 | 15| 13 ELISAL Result
(%) 2
Takeyoshi
Salicylic acid 69-72-7 25 1.26 - - - - - - - - - - - - - - - unpublished -
2009
Takeyoshi
Sodium 1 1
oqumiauyY: | 151213 | 167 2.64 + + |+ + Sl o o -+ |+ |+ |+ | + | + | unpublished +
sulfate
2009
Takeyoshi
Sulfanilamide 63-74-1 50 1.26 - - - - - - - - - - - - - - - unpublished -
2009
trans- .
Cinnamalde- 14371- 10 5.90 + + + + + + + + + + + + + + + Takeyoshi et +
10-9 al. 2005
hyde
trans-
. 14371- Kojima et al.
C lde- . - -
innamalde 10-9 10 411 + + + + + + + + + + + + + 2008 5 +
hyde
trans-
14371- Kojima et al.
Ci Ide- 10 3.50 - - -
innamalde 10-9 + + + + + + + + + + + + 2008 4 +
hyde
trans-
. 14371- Kojima et al.
C lde- . - - - -
innamalde 10-9 10 3.37 + + + + + + + + + + + 2008 2 +
hyde
Trimelliti Takeyoshi
rime 1 ¢ 552-30-7 10 7.85 + + + + + + + + + + + + + + + unpublished +
anhydride 2009




Abbreviations: BrdU-ELISA LLNA = murine local lymph node assay with enzyme-linked immunosorbent assay detection of bromodeoxyuridine; CASRN =
Chemical Abstract Services Registry Number; Cl= confidence interval (mean absorbance of any treatment group is greater than 95% confidence interval of
vehicle control group mean); Conc. = concentration; LLNA = murine local lymph node assay; Ref. = reference; SD = standard deviation (mean absorbance of
any treatment group is greater than 2 or 3 SD for vehicle control group); SI = stimulation index; Stats. = statistics (analysis of variance for multiple dose groups
or t-test to compare one treatment group to the vehicle control group); Trad. = traditional.

+ = sensitizer; - = nonsensitizer.
"Number after Kojima et al. 2008 represents the laboratory that submitted the test.

“References for the traditional LLNA results are provided in Annex I11-1.
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