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Eye Irritation Testing Skin Sensitization Testing — Human Patch Test

 Variability and uncertainty of binary test outcomes (sensitizer or non-sensitizer) and
DSA1+ (dose per skin area with exactly one positive outcome) were evaluated in a

GHS In Vivo Effect human predictive patch test (HPPT) database. Summary of Test Goncordance

Historically, toxicity testing has been conducted using in vivo test methods.

» Confidence in data from these methods is such that regulatory hazard
classification and labeling systems have been designed around their results.
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for multiple endpoints, including skin and eye irritation, skin sensitization, and which reverses within 7 days. Acute Eye lrritation MAD(DSA1+) was calculated for each substance.
acute systemic toxicity. « The table (below right) indicates the range of responses N -
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values per chemical 2B 0.2% 4% 16% 80% There were no variables that were
. MADs vr\)/ere bootstrépped to compute margin of uncertainty significantly associated with higher variability of test outcomes.
(+/_ 0.24 |Og10 mg/kg) for evaluation of NAMs. ne 1% 4% 2% 94%  More information: visit Strickland et al., Abstract 3387/ Poster P579.
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_ Conditional probabilities: How likely is the same hazard category Dose per skin area * Molecular Weight * Octanal-Air Partition Coefficient
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5 if the same chemical is tested multiple times? Variability is . , Coefficient
£ . ) S « Sample size * Henry's Law Constant
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Skin Irritation Testing

Chemicals

LD50 points estimates per chemical with margin of uncertainty (median LD50 +/- 0.24 logq Skin Irritation Classification OECD/OCDE 404

mg/kg) highlighted, showing that the margin of uncertainty generally encompasses most replicate . 28y 30 S ummar
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* The table belpyv s_hows conditional pr.obabilitie.s calculated to predict. the Corrosive | DANGER Corrosive (tissue destruction Acute Dermal rsitaton/Cortosion These_ re_sults |nd|_cate th_at In many cases data from In vivo test methods are hlg_hly vgrlable.
hazard classification outcome of multiple studies on the same chemical into the dermis and/or Establishing confidence in NAMs includes considerations of test method variability. It is

(United Nations Globally Harmonized System of Classification and Labeling scarring) - unrealistic to expect a NAM to achieve a level of concordance with an in vivo test higher
of Chemicals:GHS). B t—+4 4+~ | T than the intrinsic level of concordance exhibited by that test.

. The shaded cells on the diagonal show that the probability of a subsequent : WARNING | Severe irritation (severe Health Effects Test Variability is just one aspect of determining if a NAM is as good or better than the existing in
study on the same chemical identifying the same GHS hazard category erythema or edema) Guidelines vivo test method.
ranges from 48-75%. CAUTION | Moderate irritation OPPTS 870.2500 Ongoing work involves incorporating human biological relevance into NAM assessment
Acute Dermal Irritation (e.g. Clippinger et al. 2021, doi: 10.1080/15569527.2021.1910291; IVAM SS Best Paper).
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