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ARTICLE INFO ABSTRACT
Article history: The use of this material under current use conditions is supported by the existing information. This
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toxicity, local respiratory toxicity, phototoxicity, skin sensitization potential, as well as, environmental
safety. Reproductive toxicity was determined to have the most conservative systemic exposure derived
NOJA]EL of 230 mg/kg/day. A gavage multigenerational continuous breeding study conducted in rats on a
suitable read across analog resulted in a MOE of 12,105 while considering 22.6% absorption from skin
contact and 100% from inhalation. A MOE of >100 is deemed acceptable.

© 2015 Elsevier Ltd. All rights reserved.
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Abbreviation list:

2-Box model — a RIFM, Inc. proprietary in silico tool used to calculate fragrance air exposure concentration

97.5th percentile- The concentration of the fragrance ingredient is obtained from examination of several thousand
commercial fine fragrance formulations. The upper 97.5th percentile concentration is calculated from these data and is
then used to estimate the dermal systemic exposure in ten types of the most frequently used personal care and cosmetic
products. The dermal route is the major route in assessing the safety of fragrance ingredients. Further explanation of
how the data were obtained and of how exposures were determined has been previously reported by Cadby et al., 2002
and Ford et al., 2000.

AF- Assessment Factor

BCF- Bioconcentration Factor

Creme RIFM model- The Creme RIFM model uses probabilistic (Monte Carlo) simulations to allow full distributions of data
sets, providing a more realistic estimate of aggregate exposure to individuals across a population (Comiskey et al., 2015;
Safford et al., 2015) compared to a deterministic aggregate approach.

DEREK- Derek nexus is an in silico tool used to identify structural alerts

DST- Dermal Sensitization Threshold

ECHA-European Chemicals Agency

EU — Europe/European Union

GLP- Good Laboratory Practice

IFRA- The International Fragrance Association

LOEL- Lowest Observable Effect Level

MOE- Margin of Exposure

MPPD — Multiple-Path Particle Dosimetry. An in silico model for inhaled vapors used to simulate fragrance lung deposition

NA — North America

NESIL- No Expected Sensitization Induction Level

NOAEC- No Observed Adverse Effect Concentration

NOAEL- No Observed Adverse Effect Level

NOEC- No Observed Effect Concentration

OECD- Organisation for Economic Co-operation and Development

OECD TG- Organisation for Economic Co-operation and Development Testing Guidelines

PBT- Persistent, Bioaccumulative, and Toxic

PEC/PNEC- Predicted Environmental Concentration/Predicted No Effect Concentration

QRA- quantitative risk assessment

REACH- Registration, Evaluation, Authorisation, and Restriction of Chemicals

RIFM- Research Institute for Fragrance Materials

RQ- Risk Quotient

TTC- Threshold of Toxicological Concern

UV/Vis Spectra- Ultra Violet/Visible spectra

VCF- Volatile Compounds in Food

VoU- Volume of Use

vPVB- (very) Persistent, (very) Bioaccumulative

WOE — Weight of Evidence
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