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Dear Document Control Officer: 8593A0003 \

On August 14, :v92, Exxon Compary, U. S. A. filed a Toxic Substance Control Act 8(¢) notification based upon a
toxicology stuay initiated ard sponsored by CONCAWE ( The Oil Company's European Organization for Environmental
and Health Protection). The toxicology study was a 90-day feeding study in Fischer 344 rats and was conducted at the
laboratories f BIBItA Toxicology International, Surrey. Great Britain. Male and female Fischer 344 rats were fed a dict
miixed witiz varioas doses of food grade mineral hydrocarbons, one of which has been defined as "Low Melting Point
Wax" (low meit p+int paraffin wax with no CAS number defiaed). The notification focused on inflammatory lesions in
tiie miitral valve of the heart in the high dose groups and other biological findings (granulomatous-type formations in the
liver ard Listiocytosis in the mesenteric lymy: rodes. .

Ex: nCompanv, o £. A. is ~ow submitting a supplemental notification to the August 14, 1992 TSCA 8(e) substantial
st notification based upon additional studies. These studies were also 90-day rat feeding studies, conducted at the
laburatssies of BIBRA Toxicology internationai but reported by the Evropean Wax Federation (Heerhugowaard, The
Ncinerlz ’s). The :zport indicated that Fischer rats were fed three wax materials; a micro/paraffin wax mixture (MP),
and a high melting interm:2diat> paraftin wax (P-64), each at dose levels of 0.02, 0.2, and 2.0% wax, and Low Melting
Doini(.MP; 1t 2 singie dose level of 2.0%. The rats fed at a 2.0% dose level of wax (MP, P-64, & LMP), displayed focal
inflammatc. y lesions of the mitral valve of the heart. This cffect was still observed following the 90-day reversal period.
Othe; nistepa:iidlogic firdings were also found including microgranuloma/granuloma foriaations in the liver and
nistacytasis it the mesenteric ivmph nodes. These were essentially the same results as reported in our August 14, 1992
nctification. An Exxor samunary of thes: preliminary fir:dings is attached.

Exxon Company U. S. #  is a domestic refinex of hydiotreated paraffin wax, which shares similar physical/chemical
preperties to the tested matcrials.

If you require additional infori.iation, fecl free to call Stephen E. Killiany, Jr. (713-656-3904).
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EXXON COMPANY_ U. S§. A, SUMMARY
HISTOPHATHOLOGIC FINDINGS FROM A 90-DAY FEEDING STUDY
OF A "TIGH MELTING INTERMEDIATE PARAFFT { WAX, A MICRO/PARAFFIN WAX MIXTURE AND
A LOW MELTING POINT WAX IN FISCHER 344 RATS

MAY 6, 1993

Exxon Biomedical Sciences, Inc. received a draft report of the European Wax Federation (Heerhugoward, The
Netherlands) 90-day toxicity study of a high melting intermediate parafiin wax alternatively identified as paraffin wax 64
(P-64), a micro/paraffin wax mixture (MP), and a low melting point wax (LMP). The micro/paraffin wax mixfure was a
50:50 blend of .MP and a high melting point microcrystalline wax. The study, conducted at the laboratories of BIBRA
Toxicology International, Surrey, Great Britain, was a comprehensive 90-day toxicity study in Fischer 344 rats, Exposure
was via the feed. Paraffin wax 64 and MP were tested at dose levels of ©.02%, 0.2% and 2.0%. LMP, which has been
previously tested, was tested at the 2.0% dose level only. After 90 days, groups of rats exposed to the 2.0% dietary level
were placed on control diet for an additional 90-days to evaluate the potential for recovety from exposure.

The report indicated that female Fischer rats fed three wax materials (LMP, MP, and P-64) at a 2.0% dietary level
displayed focal inflammatory lesions of the mitral valve of the heart. This effect was still observed following the 90-day
reversal period. Male rats fed the 2.0% dose of MP and LMP v exhibited the same focal inflammatory lesions of the
mitral valve of the heart. However, no effect was observed in the mitral valves from the male rats fed 2.0% P-64.
Curiously, this same treatment group (male rats fed 2% P- 64 wax), which was allowed to recover during a 90 day
reversal period, did have a few animals displaying the mitral valve lesions. The same mitral valve effect was also
observed in the male rats fed the 2.0% dose of MP and LMP wax following the 90-day reversal period. The focal
inflammatory lesion of the mitral valve of ihe heart was characterized as "a thickening of the mitral valve and a focal
chronic inflammatory cell infiltrate”.

Other histopathologic findings were also found in rats fed the three wax materials. In general, these findings included
microgranuloma/granuloma formation in the liver at the 0.2% and 2.0% feedings levels and histiocytosis in the
mesenteric lymph nodes at all dose levels. The cervical lymph nodes of ra fed the three wax materials at 2.0% werc also
examined and found 1o exhibit histiocytosis. These results were statistically significant in the rats fed LMP and the MP
mixture (both sexes), and P-64 (female only). This finding was markedly reduced following the recovery phase.

Bictogical findings similar to those report. _ove have been previously renorted to the Admunistrator by Exxon in a
TSCA 8 (¢) notification letter dated August 14, 1992, Similar pathelogy results in the mitral valve of the heart were
found in both male and female Fischer rats fed a diet of 2.0% (male and female) and 0.2% (female onlv) LMP wax. This
study also showed granulomatous-type formations in the liver and histiocytosis in the mesenteric lymph nodcs of both
males and females fed doses of 2.0% and 0.2% LMP wax. This study was also conducted by BIBRA International,
however the sponsor was CONCAWE (The Oil Companics European Organization for Environment and Health

Protection).

The effects in the mitral valve have only been observed in a single strain of rat and ihe significance of all these findings to
humans remains unclear and is subject to further investigation.

RWB/JJF/SEK:ccr
Attachment (BISBRA Report)
waxhmi




DRAFT

A 90-day feeding study in the rat with
two mineral waxes identified as
paraffin wax 64 (OFH-064) and
micro,’paraffin wax mixture

BIBRA Project No. 3.1205




STUDY TITLE
AéO-day feeding study in the rat with twc mineral waxes

identified as paraffin wax 64 (OFH-64) and micro/paraffin wax mixture
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AUTHORS
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GOOD LABORATORY PRACTICE

Acceptance of Report
I hereby declare that, to the best of my knowledge and belief, the study described

in this report was conducted in compliance with accepted international standards

of Good Laboratory Practice, ard specifically, to US FDA Regulations for Non-
Ciinical Laboratory Studies as published in 43FR 59986, 22nd December 1978, and

subsequent revisions.

Study Director:
P.G. Brantom, BSe, PhD, MIBiol, MCIM.

Signature.... Date.

This report is approved by BIBRA Management as an accurate reflection of the

study conducted.

Head of Customer and Information Services Division
P.G. Brantom, BS¢, PhD, MIBiol, MCIM.

Signature Date

Director:
S.E. Jaggers, BSc, PhD, MIBiol.

Signature.
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Table 40. Histological findings in male rats on the main study fed either control

dic t, paraffin wax 64 at levels of 0.02%, 0.2% or 2.0%, micro/paraffin wax

mixture at levels of 0.02%, 0.2% or 2.0% or low melting point wax at a
level of 2 0%

The individual findings are <hiown in Appendix 26,
-
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Histopathological findings for male and female rats fed with
mineral waxes identified as paraffin wax 64 (OFH-064) and
a micro/paraffin wax mixture.

Project Summary Table
SUMMARY: Incidence of NON-MEOPLASTIC Microscopic Findinge

PROJECT 1D. NO: 3-1205 FATES: AlLL
DAYS : ALL SEX: MALE

GROUP: Control 6% 0.0 64 0.2X
NUMBER OF AMIMALS: 20 20 20

OTHER TISSUES AN} LESIOLNS:

‘ES-few strophic tubul:.
STOMACH-keratin cyst
ADRENALS -
EPIDIDYMIS-necrotic fat
TESTES-bi laterat atropy




Table 41.  Histological findings in male rats ori the reversal study fed either control

diet, paraffin wax 64 at a level of 2.0%, micru/paraffin wax mixture =t a
level of 2.0% or low me'ting point wax at a level of 2.0%

The individual findings are shown in Appendix 37.
(* = p <005 ** = p < 0.0I; *** p < 0.001)




Histopathological firndings for male and female rats fed with
mineral waxes identified as paraffin wax 64 (OFH-064) and
a micro/paraffin wax mixture.

Project Summary Table
SUMMART: Incidence cf NON-NEOLASTIC Micrescopic Fimdings
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Pigmented macrophages




Ristopathological findings for zale and female rats fed with
mineral wvaxes identified as paraffin wax 64 (OFH-064) and
a micro/paraffin wvax wixture.

Project Summary Table
SUNARY: Incidence of WE-WEOPLASTIC Nicroscopic Findings
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Table 42.  Histological findings in fernale rats on the main study fed either control

diet, paraffin wax 64 at levels of 0.02%, 0.2% or 2.0%, micro/paraffin wax

mixture at levels of 0.02, 0.2% or 2.C% or low melting point wax at a

level of 2.0%

The individual findingq are choaw

(* =p<0.05 ** = p<0.01; ***p < 0.0




- 7128 -

ii-mxogxm findings for male and female rats fad with
wvaxes identified as paraffin wax 64 (OFH-064) ana
a micro/paraftin vax mixture.
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Histopathological findings for male and female rats fed with
mineral waxes identified as paraffin wax 64 (OFH-064) and
a micro/paraffin wax mixture.

Project Summary Table
SUMMARY: Incidence of NON-NEOPLASTIC Microscopic Findings

PROJECT 10. NO: 3-120% FATES: ALL
DAYS : ALL SEX: FEMALE

GROUP : Control 64 0.02% 64 0.2
NUNBER OF ANIMALS: 20 20 20

OTHER TISSUES AND LESIONS:

THYMUS-

JVARY -

UTERUS-di lated
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Table 43.  Histnlogica! findings in female rats on the reversal study fed either
cor’ -zl diet, parafiin wax 64 at a level of 2.0%, micro/paraffin wax

mix ure at a level of 2.0% or low melting point wax at a level of 2.0%

The individual f.r.dingr arz shown in Appendix 39.
(* = p< 005 ** = p s 001 *** p < 0.001)
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Histopathological findings for male and female rats fed with
mineral waxes identified as paraffin wax 64 (OFH--064) and
a micro/paraffin wax mixture.

Project Summary Table
SUMMARY: Incidence of NON-KEDOLASTIC Microscopic Findings
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Pigmented macrophages
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Nistopathological findings for male and female rats fed with
sineral wvaxes identified as paraffin vax 64 (OFH-064) and
a micro/paraffin vax mixture.

Project Summary Table
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Appendix 1.

Specification aralysis provided by tie sponsor for the test

-

article used on study 3,1205

Wax sample for BIBRA study 064

Wax type: High Melting intermediate paralfin wax CAS 64 742~51-4
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