-

Ay g
A" oy,

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National institutes of Health
Nstional Institute of

FY1_1097- 13)8 Environmental Health Sciences
P.0. Box 12233
Research Triangle Park, N.C. 27708
October 22, 1997 2
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TSCA Document Processing Center s R
Division/OPPT (7407) RSt o5
Information Management @ 4@3 e T
EPA | Ly "
401 M StSW ! >
‘Washington, DC 20460-0001

Re: Oleic Ac’d Diethanolamine Condensate Chronic Study

In compliance with the National Toxicology Program'’s (NTP) mission to keep our colleagues
informed of the current NTP findings during on-going studies, a copy of the Pathology Working
Group (PWG) report and the Summary Tables for the chronic dermal studies on Oleic Acid
Diethanolamide (CAS No. 93-83-4) in B6C3F1 mice are enclosed for your review.

The NTP assembles a Pathology Working Group to review every siudy and to resolve any
differences between the study Iaboratory and quality assessment pathology evaluations. Please
note that the PWG conclusion of the study results is based solely on the pathology for this study
and may not reflect final NTP conclusions. In determining final conclusions, the NTP assesses a
broad array of information that includes other results from this study and historical control data.

The Summary Tables contain the Incidence Rates of Neoplastic and Non-neoplastic Lesion data
and the Statistical Analysis of Primary Tumors data pertaining to the laboratory animals. All
study data are subject to an NTP retrospective audit and the interpretation may be modified based
on the findings.

A w.Je variety of NTP information is also available in electronic format on the world-wide web, for

example, the NTP Annual Plan, abstracts of NTP Re; orts, study data, and the status of all NTP

studies. To view this information requires access to the internet and a Web browser such as Netscape

Navigator or Intemet Explorer. To access the NTP home page, use the URL http://ntp-

server.nichs.nih.gov/. Comments on the usefulness of this site and suggestions for improvement are

encouraged.

-

Please contact Central Data Management (CDM) at (919)541-3419 if you have any questions. Yoix

may also fax your requests for information to CDM at (919)541-3687 or send them via e-mail to -
cdm@nichs.nih.gov. g
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Hard copies of documents such as NTP Technical Reports, short-term Toxicity Reports, and the
Report on Carcincgens are availabie from the Environmental Health Information Service (EHIS). You
can contact EHIS by phone at (919) 541-3841, by fax at (919)541-0273, or by e-mail at
chis@niehs.nih.gov.

Sincerely,

PN , /7 g

William Eastin, Ph.D.
Head, Information Systems & Central Files
Environmental Toxic: ~gy Program

Encls: B6C3F1 Mice, PWG, Pathology Summary Tables
¢.. Dr.J. Bucher
Dr. J. Roycroft

Central Data Management




CHAIRPERSON’S REPORT
,  PATHOLOGY WORKING GROUP (PWG) OF THE CHRONIC TOXICITY STUDY
OF OLEIC ACID DIETHANOLAMINE CONDENSATE (C91014) ADMINISTERED XEA
DERMAL APPLICATION TO B6C3F1 MICE

PERFORMED BY BATTELLE COLUMBUS LABORATORIES Q T
) - L
N B
Date of PWG: July 08, 1997 o 2
~, -
Site of PWG: National Toxicology Program =

Research Triangle Institute, NC

PWG Participants: Paul K. Hildebrandt, D.V.M,, Chairperson, PATHCO
Ronald Herbert, D.VM,, Ph.D. NIEES
Joel Leininger, D.V.M.,Ph.D. NIEHS
Abraham Nyska, D.V.M,, Ph.D. NIEHS
Ann Radovsky, D.V.M,, Ph.D. NIEHSE
Douglas Wolf, D.V.M,, Ph.D. Wolf Consulting
Suzanne Botts, D.V.M,, Ph.D. EPL

Stefan Platz, D.V.M,, Ph.D. (observer) Boehringer Ingelheim
Study Pathologist: Dr. Donald M. Sells
Reviewing Pathologist:  Dr. Deborah A. Banas
L. Summary and Conclusion

1) Oleic Acid Diethanolomine Condensate administration via dermal application for two
years did not produce a carcinogenic effect when applied to the skin of male and female mice.

2) Dermatitis characterized by chronic/active inflammation, hyperkeratosis, epithelial
hyperplasia, and sebaceous gland hyperplasia occurred at the site of application in essentially all
high dose animals. The incidence of these lesions was slightly less in low dose mice and the
severity was much less compared to high dose lesions.

3) The incidence of total liver neoplasms among the various dose groups was within the
range of historical control data. It was the opinion of the PWG that no treatment effect was
present.

4) The incidence of ovarian follicular cysts and pariovarian cysts was increased over controls;

however, because these cysts were variable in size and are s common in older female mice, a
compound effect was not considered to be present.
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IL. Study Design

I Animal Disposition Summary

A. Chronic Toxicity/ inogenici

Male and female B6C3F1 mice were administered 15mg/kg and 30 mg/kg via dermal
application for up to two years. Control mice had 95% ethanol applied to tkz skin. There were

55 mice per sex per dose group. After 14 weeks of dermal administration, S mice/sex/group were
randomiy seiected and subjected to full necropsy and histopathological examination.
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1. 14-Week Interim Sacrifice s
No)
FEMALE MICE =
o2
Omg/kg !Smgkeg 30n_ %g P
-
Animals Initially In Study 55 55 55
Survivors-Scheduled Saci.fice 5 5 5
Animals Examined Microscopirally 5 5 S
MALE MICE
Omg/kg 15mgkg 30mgke
Animals Initially in Study S5 S5 55
Survivors-Scheduled Sacrifice 5 5 5
Animals Examined Microscopically 5 5 5
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2. Core Sacrifice

_ . ;
: FEMALE MICE
Omg/k~ 1imgkg 30mekg
Animals Initially In Study 55 55 55
Early Deaths
Natural Death 8 8 6
Moribund Sacrifice 8 i2 8
Accidentally Killed 1
Survivors-Terminal Sacrifice 34 30 35
Animals Examined Microscopically 50 50 50
: MALE MICE
Omg/kg 15m 30 mg/kg

Animals Initially In Study 55 55 55

Early Deaths
Natural Death 5 7 5
Moribund Sacrifice 3 8 11
Other 1*

Survivors-Terminal Sacrifice 41 35 34

Animals Examined Microscopically 49 50 50
*One animal missing




IV. Couduct =i the PWG

Prior to the PWG, the Chairperson reviewed the pathology incidence tables, the study
pathologist’s narrative, the report prepared by the reviewing patholoyist, and microscopic slides
of potential target organs and select=d lesions with discrepancies in diagnoses between the study
pathologist (SP) and reviewing pathologist (RP). All tumors were also reviewed by the
Chairperson.

Potential target organs in this study were considered to be

Male Mice Female Mice
Skin Skin

Skin, SOA Skin, SCA
Liver Liver

In addition, all ovaries in female mice were examined and any ovary with a lesion considered
to be cyst, follicle-cyst, or periovarian tissue, cyst were includzd in the RP’s and Chairperson’s
review.

All pituitary and thyroid gland with a diagnosis of hyperplasia and/or adenoma (no site
designated) were also reviewed.

Tumors in all organs from all animals in each group were examined during the RP’s review
and by the Chairperson.

At the PWQ, the Chairperscn led a short discussion in the form of introductory remarks
which included:

1) Study design

2) Survival data

3) Clinical signs

4) Body/organ weights
5) Gross necropsy lesions

Skin
The Chairperson prepared and presented a number of photomicrographs of lesions of the

skin from this study. These served as examples of the types of lesions that were present in the
skin of respective dose groups including the 14-week interim sacrifice animals.
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There were very few discrepancies in diagnosis between the SP and RP. A series of slides
with skin lesions (site of application) were presented to the PWG for review.

The skin lesions were ‘characterized by chronic/active inflammation of the dermis with
epidermal hyperplasia, hyperkeratosis, and sebaceous gland hyperplasia. Dermal thickening with
mild pigmentation (hemosiderin and melanin) was present in some skin lesions of high doss mice.

Occasionally, a small focus of acute inflammation and/or a small ulcer was present in the
epidermis. Also, a minimal amount of cellular debris (exudate) was sometimes noted on the
surface of the skin at the SOA in treated mice. Near the edge of a small ulcer or a focus of acute
inflammation, the surface epithelium was usually hyperkeratotic with nuclei of epithelial cells still
observable. These nuclei often appeared quite slender, with some fields almast degenerate;
however, the diagnosis of parakeratosis was rendered either by the SP or RP in a number of
treated mice. The PWG recognized this was not a major feature of the skin lesion but that there
was sufficient retention of nuclei at the surface to accept a diagnosis of parakeiw.csi- Almost all
of this parakeratosis was graded minimal degree of scverity and the incider e was lov .

The PWG examined a number of skin sections from iow dose and interim sacriic> mice and
confirmed the lesions diagnosed by the SP and reviewed by the RP and Chairperson. Save for an
occa.ional minimal lesion, no discrepancies in diagnoses existed. It was noted that skin lesions
were present in low dose mice but were much less severe, and not all mice were affected.

Liver

The liver was selected as a potential target organ due to a slight increase in total hepatic
examined all livers where a discrepancy existed regarding hepatic tumor versus no tumor.
Discrepancies in multiplicity or hepatocellular adenoma versus carcinoma were not presented to
the PWVG. The criteria utilized in diagnosing foci of cellular alteration &::d hepatocellular
adenoma were those of Maronpot, et al. The results are presented in the PWG Chairperson’s
Report (Appendix).

The PWG noted that the incidence of hepatocellular tumors was within the range of
historical control data and agreed with the SP and RP that a - atment affect was not present.

Ovary

A number of follicular cysts and cysts in periovarian tissue 1 -as diagnosed in this study. A
series of slides with ovarian cysts were presented to the PWG for verification and
characterization. The cysts varied in size and were considered to be no different than ovarian
cysts commonly encountered in female mice of advancing age. The PWG noted the increase in
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incidence of ovarian cysts in the high dose; Yowever, there were no ova.ian cystadenomas in the
high dose. Because the ovarian cysts were quite dissimilar, and no cyst adenor~as were present in
the high dose, the PWG did not consider that a treatment effect existed with regard to ovarian

cysts.

Several interesting and urusual lesions were presenied to the PWG for evaluation. Results
of these are found in the PWG Chairperson’s Report {Appendix).
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P..! K. Hildebrandt, D.V.M.

- Diplomate, American College
of Veterinary Pathologists
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CERTIFICATE OF AUTHENTICITY

THIS IS TO CERTIFY that the microimages appearing on this microfiche are accurate
and complete reproductions of the records of U.S. Environmental Protection Agency
cocuments as delivered in the regular course of business for microlilming.

Data produced... 5 R 7 75 W des )M

(Month) {Day) (Year) Camera C_)pemor

Syracuse New York
(City) (State)

Place
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