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Bathesds, MD 20814

RE: Fallure ic Conslder Indusiry Data on Phihslalss snd Phthalale Substilules
Chronic Hazard Advisory Panel (CHAP) on phihalales and phthalate substituies

Dear Dr, Babich:

| was very surprised to learn from Dr. Pat Harmon, BASF Corporation’s Industry
Manager for Industrial Petrochemicals, that members of the Chronic Hazard Advisory
Panel on Phthalates and Phthalate Substitutes (*CHAP”} appear to be unaware of the
large amount of data submitted over the past two years by BASF Corporation and others
on phthalates and phthalate substitutes, Dr. Harmon's impressions are the result of
discussions that occurred during the November 2 — 4, 2011 CHAP mesting. As a result, |
would like to ensure that the CHAP panel members not only are made aware of this
recent data but that BASF be providad with an opportunity to discuss with the panel
members whatever guestions they may have after reviewing this information.

We are particularly concerned with the comments made about the lack of toxicity data
for Hexamoll® DINCH™ and dipropylheptyl phthalate (DPHP). With the exception of one
document, the “Oral Risk Assessment Document” (NSF International, 2007), the
documents described below in Table 1 were submitted to the CHAP in 2008 and 2010 in
order {c provide relevant data for the assessment of thess two products. All of these
documents also are sltached electronically as part of the email transmission of this letter
and are included in the package sent via U.S. Mail.

As you know, the charge of the CHAP is to "review all relevant data . . . on phthalate and
phthalate alternatives.” The attached documents include the most recent and relevant
data on these two products; therefore, it would be hegligent for CPSC staff and the
CHAP to not fully consider these data as part of their soon to be finished review. In
addition, it is clear that this information meets the data requiremeants for the CHAP that
were described in the June 3, 2010, Federal Register Notice of Mesting (Vol. 75, No.
108, 31428). The robust summaries in the NICNAS, EFSA, and SCENIHR reporis on
Hexamcll® DINCH™ and the oral risk assessment by NSF International on DPHP were
developad by these organizations from their independent reviews of the full study reports
provided by BASF SE, and were not "summaries of toxicological studies prepared by
chemical manufacturers.” Most importantly, all of these studies are GLP compliant and
were carried out under the most recent U.S., European, or OECD protocols and,
therefore, are of high reliability and quality.




We also would like {o point out the resulls of some of these studies in order fo address
the concerns raised during the recent meeting:

Haxamoll® DINCH™

o Developmental toxicity (rat), OECD 414 (NICNAS report, p. 39). Exposures (oral
—gavage) from Day GD 6 - 18 gt 0, 200, 800, and 1200 mg/kg-bwiday, NOAEL
= 1200 mo/kg-bw/day for maternal and prenatal developmental toxicily.

¢ Developmental toxicity {rabbit), OECD 414 {(NICNAS report, p. 38). Exposures
(oral-diet) from Day 6 — 29 post insemination at 0, 100, 300, and 1000 mg/kg-
bwiday. NOAEL = 1000 ma/kg-bwiday for maternal and prenatal developmental
toxicity.

¢ Pre-fposinatal developmental toxicily study {rat, NICNAS report, p. 40}
Exposures (oral — gavage) from GD 6 ~ PND 20 at 0, 7860, and 1000 mgfkg-
bw/day. NOAEL = 1000 mg/kg-bw/day for reproductive performance and
systemic toxicity of the parental female rats. NOAEL = 1000 mg/kg-bw/day for
developmental toxicity (based on the growth and development of the offspring,
including sexual organ morphology and sexual maturation) for F1 progeny.

e Toxicity to reproduction - fwo generation study, OECD 416 (NICNAS report, p.
42). Exposures {oral — diet) continucus at 0, 100, 300, and 1000 mg/kg-bw/day.
NOAEL = 1000 mg/kg-bw/day for fertility and reproductive performancs for FO
and F1 generation rats of both genders.

» Effects on fetal testosterone — there are no publically available data that we are
aware of, however, data presented by Dr. Earl Gray, U.S. EPA, at the July 2010
CHAP meeting indicates that Hexamoll® DINCH™ was inactive in his screening
study at a "single high dose” assumed to be 750 mg/kg-bw/day (Slide #8, Effects
of Mixtures of Phthalates and Other Toxicanis on Sexual Differentiation in Rats,
hito:/fwvwew cpsc.gov/about/cpsial/chap(710.himl.

e NICNASZ and EFSA established tolerable dally intake (TDI) values of 0.4 mg/kg-
bwiday and 1 mg/kg-bw/day, respectively, for kidney effects seen in the
subchronic and chronic studies in rats, even though these particular effects are
unlikely to be relevant to humans, They also determined that these TDI values
were protective based on expected exposure from indirect food contact
applications. {cf. NICNAS report, . 13, EFSA p. 8). Given the lack of
reproductive and developmental effects for Hexamoll® DINCH™ compared to
those observed with the other products from the CHAP assessment, we balisve it
is reasonable fo base a risk determination on these other affacts since thay
would offer a very conservative basis for determining safe levels of exposure.

¢ Exposure. No biomonitoring data are available; however, method development in
Germany is nearing completion. Based on our knowledge of current U.S. usage,
the most likely exposures to children would be from toys and childcare articles
(primarily from imporied products). These exposures can of course be estimated
from the range of migration rates already determined by CPSC staff (Phthalates
and Phihalates Substitutes in Children's Toys — Laboratory Study,
hitp:/fwww.cosc.govl/about/cpsialchap04 10 him),




Diprooviheptyl phthalale (DFHPY

s Developmental toxicity (rat), OECD 414 (NSF, p. 13). Exposure (oral — gavage)
on GD 6 - 12 at 0, 40, 200, and 1000 mg/kg-bw/day. DPHP was associated with
changes in fetal morphology at 1000 mg/kg-bw/day but there were no indications
of developmental toxicity; the NOAEL was 200 mg/kg-bw/day for both maternal
and devslopmental toxicity.

« Two Generation Reproduction Toxicity Study (rat), OECD 416 (Robust summary,
p. 117}, Exposure (oral — diet} continuously at 0, 40, 200, and 800 mg/kg-bw/day.
The NOAEL for general, systemic toxicity was determined to be 40 mgfkg bwid
for the FO and F1 parental rats, based on effects secondary to peroxisome
proliferation in the liver, bones, kidneys and thyroid, observed . The NOAEL for
fertility and reproductive performance for the FO and F1 parental rats is 600
mgfkg bwiday, the highest dose tested. The NOAEL for developmental toxicity in
the F1 and F2 progeny is 200 mg/kg-bwiday, based on slightly decreasad pup
body waights/pup weight gain in the second third of lactalion. Importanily, the
developmentat effects do not occur in the absence of parental toxicity.

+ Effects on fetal testosterone. We are not aware of any publically available data to
show whether DPHP affects fetal testosterone levels; howeaver, we do
understand that EPA (Gray) will include DPHP in their ongoing screening studies
with phthalate and other chemicals. We believe that it is important for CPSC and
the CHAP to include these results if they are available,

¢ Exposure. We are not aware of any biomonitoring data for DPHP; however,
method development in Germany is nearing completion. In addition, as noted in
the comments submitted o CPSC on 10/2/2008, DPHP is unlikely to be used in
toys and childcare articles since this use is not supported or promoted by BASF.
Any consideration of exposure and risk from children’s products as defined by
the scope of the CHAP review would only be hypothetical and, therefore, not
relevant to the actual use of the product in the North American market,

I would request that you submit this letter and the accompanying documents to Dr. Philip
Mirkes, Chair of the CHAP, and Dr. Bernard Schwetz, Vice Chair, and that you otherwise
ensure this information is made available to each of the panel members. We will expect
fo see this information duly referenced in the CHAP's final report to the Commission.

if you or any of the panel members have gueslions about the enclosed documents,
please contact Dr. Raymond David, Manager of Toxicology (973 245-6858), or Dr.
Patrick Harmon, Industry Manager for Indusirial Petrochemicals (713-758-3087).

Smcei’e}y yc:urs

Ste\fen J @e‘icﬁb@rg

Vice President & Associate General Counsel, BASF Corporation

Attachments {(Table 1)

ce!

Cheryl Falvey, Ganeral Counsel, CPSC

Dr. Raymond David, Toxicology Manager, BASF Corporation
Dr. Rainer Otter, Head of Regulatory Toxicology, BAGF S5k




Table1, Documenis submitied to CPSC
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