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training set for other methods. The Potency ,
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various databases. These data were then incorporated into and analyzed as 220 =" | bea safety concern |
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threshold was set considering dose and effects in chronic and short-term o AshbyTennant (+) & Ames (+) 184 982 55 2=t
animal feeding studies. Previous work attempted to incorporate TTC analyses uirore. ==A 0.1 e compaunn
(varying structure and endpoints) to expand the threshold to multiple levels Staroid i ] inCramer stucturd £
5 i AshbyTennant (+) & Ames (-) 48 552 .7 Sk
(Cheeseman et al., 1999). That work examined an expanded CPBD database, Sutioramide s g class 17 & exp
structural alerts, and Ames assay data to correlate result with the initial Whiazoke [Tee— o
dataset upon which TOR was based and to identify different potencies Urea ) AshbyTennant (-) & Ames (+) 64 315 172
between structural classes and mutagenicity of chemicals. The current project surfriants B
attempts to expand on this work by building a training set based on regulatory " BaRey-ernant” T~ i """ " AshbyTennant (-) & Ames (-) 129 497 515
criteria for bioassay data and expand the structural, physiochemical, and [ Ay, N—___ _
toxicological (mutagenicity) analyses to increase relevance for use by a 2 o
regulatory agency. excesd exceed 540p0/day? - 5
- | Risk assessment requires
3. Dataset and Regulatory Criteria YES NO } NO } YES | compound-specific toxicity data
Preparation of Cancer TTC dataset: Publicly available CPDB database was » .
downloaded from http://potency.berkeley.edul. The lowest TDs, values from | Substance wouk notbe '
oral studies with significant tumorigenic effects (ps0.01) were selected. The | expected to be a safety concemn |
study inclusions also meet the following criteria in accordance with FDA oCPLZ2 £ a S
Redbook 2000 recommendations. Pl NO2 B _
+  Positive tumorigenic effects with p <0.01. TBA (all tumor bearing ; Nﬂn T N/ 5 Kroes, Renwick, Cheeseman, et. al. 2004, FCT, 42, 65-83
animals), MXA, and MXB not included ¥ Ph =EEN AN
+ Tumors from one cell type (males or females per species). moa GHs —
-+ GLP studies or equivalent protocols: appropriate sample size (>40), Fs GHOH f”o Ha 10.Future Directions
excluded single dose studies, MTD achieved, and acceptable duration R
(18 months eouse. 24 months rats) P e L Laniss o 2 [PE— - Refine and expand data harvesting efforts within OFAS's submission
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Pitpifww alamira-ie.com o ~ScH—cH,—ch b + Expand chemical space (applicability domain) of CERES to include:
Ames mutagenicity data: Ames mutagenicity data were selected from the . é NH  my \GH _c{. :::::ma: fF?T :ﬂl‘ﬂ i:cludizs che"rﬂ::akéﬂxicity and exposure data
Altamira Ames mutagenici set implemented in CERES. This dataset Sy . O~ * ” ional toxicity data through a collaborations
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