ExxonMobil Chemical Company Chris Wallace

22777 Springwoods Village Parkway Global Regulatory Affairs Manager
Spring, Texas 77389 Intermediates

832-625-4070 Telephone

Ex¢onMobil

Chemical

February 16, 2016

Chairman Elliot Kaye {via e-mail: EKaye@cpsc.qgov)
U.S. Consumer Product Safety Commission

4330 East West Highway

Bethesda, MD 20814

Dear Chairman Kaye,

Please find attached a copy of a letter sent from Dr. Jennifer Foreman, a toxicologist at ExxonMobil
Biomedical Sciences Inc. (EMBSI), to CPSC Assistant Executive Director for Hazard Identification and
Reduction Dr. George Borlase. The letler summarizes preliminary conclusions of the EPA Integrated
Risk Information System (IRIS) Assessment Manager for Dibutyl Phthalate (DBP), Dr. Xavier Arzuaga,
from his review of DBP anti-androgenicity data, as he presented at two scientific meetings in December
2015. Dr. Foreman notes that the presentations indicate the IRIS staff is concluding that laboratory rats
are particularly sensitive to the anti-androgenic effects of DBP on the developing fetus. The increased
sensitivity of rats to those effects has important implications for human health assessmenits.

This is noteworthy because the cumulative risk assessment conducted by both Chronic Hazard Advisory
Panel (CHAP) and CPSC science staff was based on effects of phthalates including DBP on the
developing rat fetus, and used these effects as the basis to calculate hazard indices. You may recall that
the staff reanalysis of the CHAP data found that cumulative risk, which is a measure of both hazard and
exposure, has decreased over the years based on the most recent National Health and Nutrition
Examination Survey (NHANES) biomonitoring data. If the anti-androgenic effect in rats is determined to
have little or no relevance for humans, then the calculated hazard indices would be even lower. This
should increase the CPSC’s confidence that the hazard indices are |less than one, and that there is no
concern regarding anti-androgenic effects in humans based on the cumulative effects of phthalates.

Dr. Foreman requested a face-to-face meeting with the CPSC science staff to share EMBSI's analysis of
the cumulative risk assessment incorporating this information as well as other scientific updates. We are
hopeful that this meeting will occur in the near future. In the meantime, please let me know if you would
like to further discuss these findings.

0L fdl.

Cc — with attachment:
Commissioner R. Adler (RAdler@cpsc.qov)
Commissioner A. Buerkle (ABuerkle@cpsc.qov)

Commissicner J. Mohorovic (JMohorovic@cpsc.qgov)

Commissioner M. Robinson (MRobinson@cpsc.gov)
E. Sterry — ExxonMobil Chemical Company

Dr. J. Foreman — ExxonMobil Biomedical Sciences Inc.

A division of Exxon Mobil Corporation
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Dr. George Borlase (via email: GBorlase@cpsc.gov)
Associale Executive Director

Office of Hazard Identification and Reduction

U.S. Consumer Product Safety Commission (CPSC)
4330 East West Highway

Bethesda, MD 20814

Dear Dr. Borlase,

| recently altended The Society for Risk Analysis Annual Meeting in December 2015 held in Arlingtan,
Virginia, where | listened to a presentation that may be of interest to you and your team. The
presentation was given by the Integrated Risk Information System (IRIS) Assessment Manager for Dibutyl
Phthalate (DBP), Xabier Arzuaga, entitled, “Application of an Adverse Outcome Pathway (AOP)
framework to evaluate species concordance and human relevance of Dibutyl Phthalate (DBP)-induced
toxicity to the male reproduclive system”. Dr. Arzuaga also gave a very similar version of this talk at the
Environmental Protection Agency's (EPA) "Advancing Systermatic Review Workshop” (December 2015),
for which the slides are publicly available.

Alink to the presentation has being provided in the e-mail accompanying this letter, and a copy of these
slides is also attached for your convenience.

The key point of interest to CPSC science staff is the conclusion being drawn by EPA's IRIS staff on the
human relevance of the anti-androgenic effects of DBP in-utero. Specifically, the anti-androgenic effects
induced in laboratory rats by fetal exposure to DBP are decreased testosterone, external & internal
malformations, decreased anogenital distance (AGD), and decreased fertility. As you know, these are the
effects on which the Chronic Hazard Advisory Panel (CHAP) on Phthalates based its cumulative risk
assessment and on which the recommendation to make permanent the ban on DINP was based.

EPA staff undertook a structured assessment of the same literature available to the CHAP, plus several
recent publications that were not yet available to the CHAP. As indicated by the attached slides, and
more pointedly indicated by Dr. Arzuaga in his presentations, EPA scientists are highlighting the unique
sensitivity of this endpoint in rats, which indicates the EPA is moving away from assigning importance to
the developmental anti-androgenic endpoints for purposes of human health assessment.

Slide 13: “Fetal rats appear more sensitive to DBP-induced anti-androgenic effects than are mice
and may be more sensitive than other radent species, non-human primates, and human fetal
testis xenografts and ex-vivo tissue cultures”

Slide 21: "Rats appear to be more sensitive to DBP-induce anti-androgenic effects during
gestation”

Under the CPSC slaff reanalysis of phthalate cumulative risk, current exposure levels generated hazard
indices (Hls) for the anti-androgenic effects of phthalates in-utero that were below 1 at the 95 percentile,
the percentile used for the safety determination of individual phthalates by the CHAP. The analysis of the
recent literature and conclusions of the EPA scientists indicate the HI values for the human population
should be yet lower given the observations that rats are more sensitive to these effects.

An ExxonMobil Subsidiary
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In conclusion, the CPSC staff reanalysis indicated that the risk due to exposure was less than calculated
in the CHAP report and Dr. Arzuaga's presentations indicate that the risk to humans due to the innate
hazard identified (gestational anti-androgenicity) in the CHAP report is also less than originally calculated
{perhaps as low as zero). Combined, these two avenues of evidence should further increase the CPSC's
confidence that His are less than 1 and there is no concern for anti-androgenic effects in humans from
the cumulative effects of phthalates.

As outlined above, the EPA staff evaluation further sirengthens scientific confidence that the risk
conclusions based on the cumulative risk assessment in the CHAP report are not supported by the most
recent science. A decision fo lift the ban on DINP, with a high level of certainty of no harm, is consistent
with the science.

i am integrating the new science into our assessment to determine the degree ta which the new science
impacts the calculations.

Wa would like an opportunity to meet with you to share this new analysis. Please let us know if there is a
day in February, 2016, when we can meet with your science staff to discuss how the recent literature and
the EPA staff evaluation impact the calculations and conclusions for the DINP heazlth assessment we
have developed.

Sincerely,

. Foreman, Ph.D., DABT
Senlor Toxicologist

Cc: Dr. Alice Thaler, CPSC
Dr. Michael Babich, CPSC
Dr. Ken Carlson, CPSC
Dr. Kristina Hatlelid, CPSC
Chris Wallace, ExxonMobil Chemical Company
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AOPs are similar to... futbol

Environmental Protection

Agency

<EPA
United States

Real Madrid 0-4 Barcelona

E.g. El Clasico
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