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DEPARTMENT OF AGRICULTURE

Interagency Work Group on Phenoxy Herbicides and Contaminants

Title of Activity

FY80

Funding

FY81 FY82

1. TCDD Residue Monitoring
in Deer (Forest Service,
Summer 1980)

2. 2,4-D Human Exposure Study
(SEA-AR-NER-BARC-AEQI;
December 1980)

3. Participation in Study of
Herbicides and Spontaneous
Abortions being Conducted by
SRI International (October
1980)

$1,200*

85,000

100,000

* All data collection completed in FY 79. Only report preparation to
be ilone in FY 80.

NOTE: Proposed Epidemiology Feasibility Study among U.S. Forest
Servo.ce Employees was cancelled.



ENVIRONMENTAL PROTECTION AGENCY

SCIENTIFIC ACTIVITY REPORT — FUNDING

Interagency Work Group on Phenoxy Herbicides and Contaminants

Title of Activci,€y

1. Biodegradation and Carbon
Adsorption of TCDD
(ORD; Completed)

2. National Water Monitoring Survey.
(OPTS; Ongoing)

3. Health and Nutrition Examination
Survey II
(OPTS; December 1982)

4. Microbial Dissimilation of 2,3,7,8
TCDD
(ORD; March 1981)

5. Hemlock, Mi Study
(DMP; November 1980)

6. San Antonio Analyses
(DMP; November 1980)

7. Northwest Human Milk Study
(DMP; Completed)

Study8. Oregon W^ter and
{DMP; September 1980)

9. Region X Deer and Elk Study
{DMP; August 1980)

FY80

10 X

300 K* '

200 K*

'75 K

30 K**

1.5K**

77 K**

33 K**

13 K**

Funding

FY81 FY82 FY83

300K*

200 K*

300 K*

200 K*



Title of Activity

10. ALSEA Phase II
(DMP: Fall 1980)

11. Wisconsin Soil Study j
(DMP; Completed) |

i
12. Wisconsin Monkey Study)

( D M P ; October 1980) '

13

14,

15,

16. Nebraska Adipose Tissue Study
(DMP; Completed)

17. Midland Michigan Study,
(DMP; September 1980)

18. Beef Fat Phase II !
(DMP; September 1980) ;

Oregon Monkey Study j
(DMP; October 1980) j

Mississippi Catfish Stpdy
(DMP; October 1980) j

Louisiana Crayfish andj
Catfish Study >
(DMP; Fall 1980)

FY80

15 K**

22 K**

39 K**

30 K**

19 K**

46 K**

6 K**

11 K**

28 K**

Funding

FY81 FY82 FY83

* These monitoring programs analyze for 30-40 different chemical compounds, one of
which is the phejnoxy herbicide 2,4,5-T

** The DMP, Dioxin Mo nil tor ing Program, is an ongoing program within the agency.
Each of the indipidaul studies is completed within a relatively short period
of time. The specific studies to be conducted in the future cannot be
anticipated



SCIENTIFIC ACTIVITY REPORT — FUNDING — HHS

Interagency Work Group on Phenoxy Herbicides and Contaminants

Scientific Activity Funding ($000)

FY80 FY81 FY82 FY83 FY84 FY85

Investigation of a leukemia
cluster in Madison County,
Kentucky allegedly associated
with pentachlorophenal-treated
ammunition boxes at the Blue
Grass Army Depot
(NIOSH; July 1981)

Bioassay of Octachlorodibenzo-p-
dioxin
(NIEHS; July 1985)

Dioxin registry
(NIOSH; June 1983)

Investigation of alleged cluster
of birth defects in families of
Teamsters Union employees of the
Long Island Railroad
(NIOSH; December 1980)

Bioassay of 2,3,7,8-Tetrachloro-
dibenzo-p-dioxin for possible
carcinogenicity — dermal study
(NCI; Completed)

Bioassay of 2,3,7,8-Tetrachloro-
dibenzo-p-dioxin for possible
carcinogenicity — gavage study
(NCI; Completed)

10

75

10

75

125

75

125

75

125

75

125 I/ 125 I/

10 10

120

120

_!/ Funding Dependent on Registry Results



Scientific Activity

7. Bioassay of a mixture of
1,2,3,6,7,8 and 1,2,3,7,8,9-
Hexachloro-dibenzo-p-dioxins
for possible carcinogenicity —
dermal and gavage studies
(NCI; October 1980)

8. Comparative species evaluation of
chemical disposition and metabolism
of TCDF in rat, monkey and guinea
pig
(NCI/NIEHS; Completed)

9. Neurotoxicity of 2,4-D in rodents
(NIEHS; March 1981)

10. Studies of the chemical disposition
and metabolism of OCDD
(NIEHS; May 1981)

11. Effects of "Agent Orange" Components
on Male Fertility and Reproduction
(NTP; Completed)

12. Mutagenicity Studies of TCDD, 2,4-D
2,4,5-T and Esters of 2,4-D and
2,4,5-T
(NIEHS; April 1981)***

13. Implications of low level exposure
to dioxins
(NIEHS; July 1982)

14. Toxicology of Chlorinated Dibenzo-
p-dioxins
(NIEHS; January 1981)

Funding ($000)

FY80 FY81 FY82 FY83 FY84

120

48

14

95

20

89

81

FY85

72

80

***Future studies will be contemplated pending results of these studies.



Scientific activity

15. Mechanism(s) of toxicity of the
chlorinated p-dioxins
(NIEHS; March 1983)

16. Synthesis of analytical standards
for dioxin analysis.
(NIEHS; September 1981)

17. Dioxin
(NIEHS; September 1981)

FY80

52

100

26

Funding ($000)

FY81 FY82 FY83 FY84 FY85

54

100

26

50



VETERANS ADMINISTRATION

Interagency Work Group on Phenoxy Herbicides and Contaminants

Title of Activity

FY80

Funding

FY81 FY82

1. Review and Analysis of Literature
on Phenoxy Herbicides and Dioxin
(DMS; December 1980)

$50,000 $25,000

2. Epidemiology of Agent Orange in
Vietnam Veterans (DMS; October
1981)

a. Contract for Study Design

b. Conduct of Study

200,000 300,000

3,600,000

300,000

3. TCDD Assay of Human Fat
(DMS; Completed) 16,000*

Urinary 6-Hydroxy Cortisol;
Physiologic and Pharmacologic
Studies (including Agent Orange) 35,000 37,800 37,800

5. Effect of TCDD on Lipid Metabolism 5,100 20,400 20,400

*For both FY79 and FY80



DATE: _Sejpt ember 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
PJienoxy Herbicides and Contaminants

1. Title of activity: Urinary 6-Hydroxy cortisol; Physiologic and
Pharmacologic studies (including Agent Orange).

2. Agency responsiblef including agency component(s) directly
responsible for activity; Veterans Administration, Department
of Medicine and Surgery.

3. Statement of objective(s): Determine the effects of Dioxin on
hepatic microsomal enzymes and determine whether altered steroid
metabolism can predict exposure.

4. Principal investigator (s); Dr. Norman Ertel, M.D., Chief MED SVC
VAMC East Orange.

5. Relationship of activity to other work group activities;
Depends on and is a reasonable sequel to previous work. Have
already developed a radioimmunoassay for 6 - B - OH Cortisol
in urine.

6. Statement of scientific method(s) to be used, including (as
appropriate) administrative process(es); Gas chromatograph - mass '
spectrometry being used to characterize and measure TCDD in biopsied
fat of small group of Vietnam veterans and others. Radioim-
munoassay," celite chromatograph^and High Pressure Liquid
Chromatography.

7. Status 'as of September 3, 1980; Currently investigating safety
precautions involved with bringing D/ioxin into the hospital.

8. Relevant review process (es) , as applicable; Local human safety and
R&D committees peer review (merit review board)

9. 'List of key interim project milestones (nature, description and
projected dates of accomplishment) and project completion date;
Do studies in rat liver and check induction of hepatic enyymes (est.
time of 6 months once approval is obtained) Human studies will
follow rat liver studies.

10. Proposed method(s) for reporting results; Scientific publication



DATE; September 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

*• Title of activity; Effect of TCDD on Lipid Metabolism

2. Agency responsible, including agency component(s) directly responsible
for activity; veterans Administration, Department of Medicine

and Surgery
3' Statement of objective's); study acute and chronic effects of TCDD

on pl^asma lipids and adepal tissue
4' Principal investigator (s); Dewey Dunn/ M'.D̂  Assistant chief,

Gastroenterology, VAMC Vanderbilt
5. -Relationship of activity to other work group activities;

Toxicology Center at Vanderbilt, directed by Dr. Robert Neal

6. Statement of scientific method (s) to be used, including (as appropriate)
administrative process (es) : i,ip£d chemistry, TLC, GLC, polyacrylAmide
electrophoresis, ultracentrifugation • _

7. Status as of September 3f 1980; Paper submitted Biochemical Pharmacology
(in guinea pig)

8* Relevant review process(es), as applicable; Merit Review submission
approval

9. List of key interim project milestones (nature, description and
projected dates of accomplishment) and project completion date;
1980 - 81-complete studies in rats and rabbits
1981-82.- lipoprotein synthesis and catabolism in rat

10. Proposed method(s) for reporting results; Scientific publication



DATE: August 21, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity: TCDD Assay of Human Fat

2. Agency responsible, including agency component(s) directly
responsible for activity:Veterans Administration,
Department of Medicine and Surgery

3. Statement of objective(s); Evaluation of assay method for
po s s ible res earch us e.

4. Principal investigator(s); Lawrence B. Hobson, M.D., Ph.D.

5- Relationship of activity to other work group activities: EPA
confirmatory assays of dioxin

6. Statement of scientific method(s) to be used, including (as
appropriate) administrative process(es);Gas chromatography -
mass spectrometry being used to characterize and measure
TCDD in biopsied fat of small group of Vietnam veterans
and others.

7. Status as of August 12, 1980: The assayist is awaiting
EPA results.The paper correlating exposure and symptoms
with assay results has been written but may require altera-
tions if the assayist changes his assay paper.

8. Relevant review process(es), as applicable: Reviews have
been completed by OTA, NAS, Interagency Work Group and VA
Advisory Council and the paper has been modified in
accordance with reviewers comments. Reviewers have suggested
publication of the clinical paper with or after the paper
on analysis.

9. List of key interim project milestones (nature, description,
and projected dates of accomplishment) and project completion
date; Completion of draft of paper April 4,1980.Submission
for publication when EPA confirmatory results are available.

10. Proposed method(s) for reporting results; Scientific
publication



SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity; Epidemiology of Agent Orange in Vietnam Veterans

2. Agency responsible, including agency component(s) directly responsible
for activity; Veterans Administration, Department of Medicine and Surgery

3. Statement of objective(s); Characterization of delayed effects^of exposure
to defoliants.

4. Principal investigator(s); Lawrence B. Hobson, M.D., Ph.D.

5. Relationship of activity to other work group activities; Comparable studies
by DOD (Air Force) and OHEW on other groups.

6. Statement of scientific rnethod(s) to be used, including (as appropriate)
- " administrative process(es);^-. Contract epidemiologist to design study for

execution by VA on.Vietnam era veterans.

7. Status as of August 12, 1980

8. Relevant review process(es), as applicable; Study design and final results •
to be reviewed by OTA, NAS, Interagency Work Group, and VA advisory Council.

9- Lis t of key interim project mi1 estonies (n ature, description and prolected
dates of accomplishment) and project completion date; See attached

1*

0- Proposed method(s) for reporting resu1ts; Scientific publication



"rejected 0 Accomplished I
SCIENTIFIC ACT'V1TY MILESTONE TIMETABLE

its loot"?
L Issuance of RFP
L.nccci|ii of study des.ign fro
i epidemiologist & submission
I lo outside groups for revie
jjfr. Comp !•? '•* on of critical ^

revitM* of design
j£ R e v i s i o n of design
j; fteceii'C ofreviewers

Conitier.ts on design revision
5. f inal revision and

distribution to review

7.

/ft.
II.

groups
VACO Agent Orange sub-
cor.inittee activation
Sclec' ion of participating
VAHC':
Identification of study
subjects '
Contacting subjects
Initial examination of
Subjects
Analysis of first set of
data subsequent examination
of subjects & analysis of
secoad set of data
Submission of Administrator}*
first report to Congress

\

19B2
Har. June Sept

191)1
Har. June Sept.

beyond dates of Initiation of Milestones

0 initial projections for milestones made in March 1980.

X Revised projections made-in August of.1980.



August 21, 1980

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of Activity; Review and Analysis of Literature on
Phenoxy Herbicides and Dioxin.

2- Agency responsible, including agency component(s) directly
responsible tor activity"; Veterans Administration,
Department or1' Medicine and Surgery, Special Assistant to
the ACMD (for Agent Orange Affairs).

3. Statement of Objective(s): (a) Development of a compre~
hensive bibliography of the world's literature on the
effects of human health of exposure to phenoxy herbicides
and dioxin, (b) Preparation of a list of the major conclu-
sions reached in this literature. (c) Analysis of the
relevance of this literature to the resolution of the issue
of Herbicide Orange's effects on human health.

4. Principal Investigator(s): This project will be performed
by an outside contractor.

5. Relationship of activity to other^work group activity: DOD
and EPA are also performing a review and analysis of the
literature on herbicides and dioxin. The VA's project is
mandated by Public Law 96-151.

6. Statement of scientific method(s) to be used, including
(as appropriated administrative process(es):The usual
methods of assembling bibliographies and analyzing
scientific literature will be employed. The project will
be perfo.rmed by an outside contractor chosen by open
bidding procedures.

7. Status as of August 12, 1980: Proposals have been received
but not yet evaluated.The contracting process is underway.
An announcement of the contract will be placed in the
Commerce Business Daily in the near future.

8. Relevant review process(es), as applicable: The contractor's
progress will be monitored by the Office of Special Assistant
to the Chief Medical Director on Agent Orange Affairs.



9. List of key interim project milestones (native, description
anB projected dates of accomplishment) and project completion
date.

Estimated
Activity Completion Date

a. Selection of contractor September 30, 1980

b. Approval by VA of
contractor's approach
to project. October 30, 1980

c. Submission of contractor's
first progress report. December 1980

d. 'Submission of contractor's
second progress report. February 1981

e. Submission of contractor's
third progress report. April 1981

f. Completion of Project
Report. July 1981

g. Submission of Project
Report to Congress. August 1981

10. Proposedmethod(s) for reporting results: The results will
be reported in the form of a monograph.



Date; August 26, 1980

SCIENTIFIC ACTIVITY REPORT
«

Interagency Work Group on
Phenoxy Herbicides and Contaminants ^

Title of activity:
Herbicide Exposure to 2,4-D and Spontaneous Abortions

Agency responsible, including agency component ( s ) directly
responsible for activity;
U.S. Forest Service contract to SRI for $99,950

Statement of objective (s ) ;

Examine possible association of the herbicide 2,4-D with the occurrence of human
spontaneous abortions in the Pacific Northwest

Principal investigator ( s ) ;
Robert W. Morgan, SRI, Louise Hofherr, SRI, John Neisess, USFS (235-8209)

Relationship of activity to other Work Group activities;

Related to birth effect studies underway

Statement of scientific method(s) to be used, including (as appropriate)
process (es) ; '.

A case control approach involving 100 women who have reported spontaneous abortions
and 200 women who have given normal birth. Fathers will be divided into low, medium,
and high exposure to 2,4-D

7. Status as of May 30 , 1980:

8. Relevant review process(es), as applicable;

Reviewed by Dow, NTP, EPA, CDC

9« List of key interim pjroject milestones (nature, description and
projected dates of accomplishment) and project completion date;
Selection of initial population (6/3/80), Selection of Sample (7/3/80), Case Control

. .Data Collection (9/80), Analysis (9/26/80), Final Report (10/3/80)- these dates are
not exact

10- Proposed method(s) for reporting results;

Report to USFS



Title of Activity: Interagency Work Group
Rienoxy Herbicides & Contaminants

Date: August 26, 1980

SCIENTIFIC ACTIVITY MILESTONE TIMETABLE

Projected O Acconplished

Milestones

Initiation

Mail ques-
tionnaires

Validation

Final
Report

1980 1981 1982 1983
Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec

•>

•

•

•

o

•



Date; August 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

TCDD Residue Monitoring
2. Agency responsible, including agency component(s) directly

responsible for activity:

USDA - Forest Service
3. Statement of objective(s ) ;

To determine levels of 2,3,7,8 tetrachloro-dibenzon-p-dioxin
in wild deer feeding in a 2,4,5-T treated area

4. Principal investigator(s);
Dr. Hugh Black

5. Relationship of activity to other Work Group activities!
Part of cooperative study to determine 2,4,5-T and TCDD levels and
degradation rate in a treated brush field with the University of Cal.
(Davis) and the Cal. State Dept. of Food and Agriculture

^" Statement of scientific method (s )_ to be used, including (as appropriate)
administrative process(esT7

Mass spectrometer

7. Status as of August , 1980:

TCDD analyses has been completed. Verification analysis of
control samples currently underway.

8. Relevant review process(es), as applicable:

9' List of key interim project milestones (nature, description and
projected dates of accomplishment) and project completion date;
April 30, 1980 - Analytical data a v a i l a b l e
Summer 1980 - Final report available

10. Proposed method(s) for reporting results;

USDA - Forest Service Report



Title of Activity:

TCDD Residue Monitoring in Deer

Interagency Vfork Group
Phenoxy Herbicides & Contaminants

SCIENTIFIC ACTIVITY MILESTONE TIMETABLE

Date:

August 1980

Projected O Accomplished •

Area Treated

First Sanples

Second Sample

Report Prepared

Milestones

.
Analyzed 0

3 Analyzed

3d

1980 198]. 1982 1983
Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec

»

<
*

i

]
1

1

;



Date: August 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

2,4-D Human Exposure Study
2. Agency responsible, including agency component(s) directly

responsible for activity;
USDA-SEA-AR-NER-BARC-AEQI-Pesticide Degradation Laboratory

3. Statement of objective(s) ;
To obtain some baseline information on the amount of human exposure to
2,4-D to applicators under actual conditions in American agriculture

4. Principal investigator(s);
P. C. Kearney

5. Relationship of activity to other Work Group activities;

6. Statement of scientific method(B_) to be used, including (as appropriate)
administrative process(es) ;

7. Status as of August , 1980;

Half of samples have been analyzed for 2,4-D residues

8- Relevant review process(es), as applicable;

Two revisions after review by USDA, EPA, NAAA, and others

9. List of key interim project milestones (nature, description and
projected dates of accomplishment) and project completion date;

Completion Date: December 1, 1980

10. Proposed method(s) for reporting results;
Report to National Pesticide Impact Assessment Program - Dr. S. N
Fertig, B u i l d i n g 1070, BARC-E, B e l t s v i l l e , Maryland 20705



Title of Activity:

2,4-D Human Exposure Study

Interagency Work Group
Phenoxy Herbicides & Contaminants

SCIENTIFIC ACTIVITY' MILESTONE TIMETABLE

Date:

August 1980

Projected 0 Accomplished

Sanple C

Sanple C

: Milestones

ollection - Washingt

ollection - N. Dak.

2,4-D Analyses Completed

Preliminary Report

Final Report

»

1980 1981 1982 1983
Mnr .-r,™ <;~p npn Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec

on •

•
0

0
(

i

i

I

i 1
i i

i

i

i



Date: August. 1, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1• Title of activity;

National Water Monitoring Survey

2. Agency responsible, including agency components
directly responsible for activity:

EPA-Office of Pesticides & Toxic Substances, Survey and
Analysis Division—in conjunction with the U.S. Geological
Survey

3. Statement of objective(s): ,

Analyze for various pesticides (including 2,4,5-T and s'ilvex)
in water and sediment of streams and rivers throughout the U.S.

4 . Principal investigator(s) :

P.W. Kutz, Branch Chief within Survey and Analysis Division/EPA
Toxicant Analysis Center, Bay St. Louis, Miss.

5. Relationship of activityto other work group activities:

Assist in determining extent and magnitude of problem in
the environment

6. Statement of scientific method(s) to be used, including
(as appropriate) administrative process (es)~;

1; Screen ester derivatives of samples with electron
• • capture GC: < , • _ . • . .

2. If positive, re-extract, make a second ester and analyse

3. If positive, confirm using Halls detector

4. If>50ppt, use GC/MS for confirmation



7• Status as of August 1, 1980;

Samples are collected every 3 months, those collected in
February '80 have been completed. Work is on those collected
in May ' 80.

8. Relevant review process(es), as applicable:

Internal review

9• List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completion date;

Samples are collected every 3 months. Analysis is completed
2-3 months following end of sampling.

10. Proposed method(s) for reporting results;

Results are entered into the STORST data base maintained by
the Agency and available to users both inside and outside
of the government. •



Date: ATI gust 1, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Health and Nutrition Examination Survey II (HANES II)

2. Agency responsible, including agency components
directly responsible for activity;

EPA - Office of Pesticides and Toxic Substances, Survey and
Analysis Division in conjunction with National Center for
Health Statistics

3. Statement of objective(s)

Determine levels of various pesticides in human blood and urine.
Urine samples are tested for 2,4,5-T and silvex

4. Principal investigator(s)

5 F.W. Kutz, Branch Chief within Survey and Analysis Division/
Analyses by Texas Tech and Univ. of Iowa

5. Relationship of activity to other work group activities;

Assist in determination of extent and magnitude of problem
in humans

6. Statement of scientific method(s) to be used, including
(as appropriate) administrative process(es);

Shafik, T.M., et al. "Multiple Residue Procedure for Halo- and
Nitrophenols, Measurement of exposure to biodegradable pesti-
cides yielding these compounds as metabolites. "Ag & Food Chem 21
(2) :245-298, 1973

7. Status as of August 1 , 1980;

Colection of samples has been completed. 4,700 samples of an
anticipated 7,500 have been analyzed.



8. Relevant review process (es) , as applicable-:

Internal review on our analyses, NCHS, Center for Disease
Control and others will also participate in overall review of
HANES II.

9. List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completion dats:

Complete analysis of urine samples - December '80
Edit and transfer to computer—Summer '31
Complete this portion of HANES II report—December '82

10. Proposed method(s) for reporting results^

Periodic publication in the literature, as well as final
HANES II report.



8. Relevant review process (es), as applicable:

Internal review on our analyses, NCHS, Center for Disease
Control and others will also participate in overall review of
HANES II.

9. List o£ key interim project milestones (nature, description
and projected dates of accomplishment) and project
conoleticn data:

Complete analysis of urine samples - December '80
Edit and transfer to computer—Summer '31
Complete this portion of HANES II report—December '82

10. Proposed method(s) for reporting results:

Periodic publication in the literature, as well as final
HANES II report.



Date.: ' 'august!'.' 198°

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Midland Michigan Study

2. Agency responsruble\_, including agency components
directly responsible for activity;

EPA/Dioxin Monitoring Program (DMP) and Region V
3. Statement of objective(s)

Analysis^of effluent from Dow Chemical in Tittawabassee River fish* •
*»

4. Principal investigator(s)
A. Dupuy (EPA), R. Harless (EPA)

5. Relationship of activity to other work group activities;
Potential source of TCDD in food supply

6. Statement o£ scientificmethod(s) to be used, including
(as appropriate) administrative process (es) ; •

High resolution gas chrcmatography/raass spectrometry

7. Status as of August , 1980;
Initial study complete^ . . . .
Additional samples being analyzed

"8. Relevant review process(es)r as applicable;

Agency DMP review panel

' 9 • liiat of key interim, project milestones Cnature, description
and projected dates of 'accomplishment) and project
coraple tion date:

Cdmplete in Sept.
* »

10. Prdposed method(s) for reporting results;

Report to Region V •



Date-: anurt - ' '- ' 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Louisiana Crayfish and Catfish Study

2. Agency responsible, including agency components
directly responsible for activity: .

EPA/Dioxin Monitoring Program (DMP) and the Survey and Analysis Division
3. Statement of ob j ec tive ( s )

To detennin if native catgish and crayfish are contaminated with TCDD residues

'i>.
4. Principal investigator (s)

A. Dupuy (EPA) , M. Gross (U of Neb) , T. Tieman (Wright State U)

.5. Relationship of activity to other work group^activities
Possible source of- TCDD in food supply ' . %

6. Statement of scientific method(s) to be used/ including
(as appropriate) administrative process {es)";

High resolution gas chramatography/mass spectrometry

7. StatUS as Of Aiigna-t- _r.v 1980;

Complete *
»

'8. Relevant review process(es),'_as applicablei

Agency DMP review panel

9. List of key interim project milestones (nature/ description
and projected dates of accomplishment) and project
completion date:

Review on Aug 22
* *

10. Proposed method(s) for reporting results;

Final report
Scientific publication



Date: - 19 f! °

• SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Nebraska Mipose Tissue Study

*2. Agency responsible, including agency components
directly responsible for activity-

Veterans Mministration, EPA/Dioxin Monitoring Program -(CMP)

3. Statement of objective(s) •

To assist the VA in the analysis of adipose tissue for Vietnam veterans and
stateside personnel for the presence of TCDD

*•>>.

4. Principal investigator(s)

M. Gross (U of Neb), A. Dupuy (EPA), R. Harless (EPA) •

5. Relationship of activity to other work group activities;

Health effects in veterans correlated to exposure and residues

6. Statement of scienti'fic method (s) to be used,' including
(as a ppr opr i a te) adm in i s t r a t i ve pr oc e s s (e s) •:

High resolution-gas cdiraratograplw/mass spectronetery .
7. Status as of August .._/_. 1-3BO;

Study complete «
Some samples being re-extracted

'8. Relevant review process(es),, as applicable;
Reviewed by 'CMP panelin April
Reviewed.by Interagency Science Panel

9. . List of key interim project milestones (nature/description
and projected dates of accomplishment) and project
completion date;

None
' *

10. Proposed method(s) for reporting results;
Final report
Scientific publication



Date.: ' Mguct 1 198°

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1, Title of activity;

Mississippi Catfish Study
2. Agency responsible, including agency components

directly responsible for activity:

EPA/Dioxin Monitoring Program (DMP)

3, Statement of objective(s)

To determine if native and conmarically managed catfish accumulate
residues of 2,4,5-T contaminat TCDD.

•a
4. Principal investigator(si

A. Dupuy (EPA), Tienan (Wright State U)', R. Harless (EPA)

5. Relationship of activity to other work group activities;

Possible sources of TCDD in human food supply

6. Statement of sciejitific method (s) to be used, including
las appropi'ia te) admini str at ive pr oces s (e s)~ '

High resolution gas chromatography/mass spectroscopy

7. Status as of August , 1980;

In queue

' **• Relevant review process (es), as applicable;

Agency DMP review panel

9. List of key interim project milestones (nature, description
arid projected da tes of accomp1i shment) and pro j ect
completion date;

Complete extraction: Sept ^ ,
Complete analyese: Oct

10. Proposed method(s) for reporting results;

Final report
Scientific publication . .



Date.: ...• ann*.'1 3-980

. SCIENTIFIC ACTIVITY REPORT

Interagoncy Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Oregon Monkey Study

2. Agency responsible, including agency components
directly responsible for activity-;

EPA/Dioxin Monitoring Program (EMP)
3. Statement of objective(s)

To analyse for the fate and distribution of TCDD in offspring and mothers
of mankeys exposed to TCDD.

'»

4. Principal investigator(s)
W. McNulty (Ore. State Univ), m. Gross (U of Neb), and R. Bar less (EPA)

.5. Relationship of activity to other work group activities;
Pharniacohynami.cs of TCDD in primates

• - -. . *

6. Statement of scientific method (s) toi be! used,' including
''(as appropriate) administrative prpcesis (es)•;

High resolution gas dnroraatography/mass spectroscopy

7'. Status as of August . , 1-980;

Sanples being extracted
i • •

"8. Relevant review process(es),, as applicable;

Agency DMP review panel

' ® • • List of key interim project miles tones (nature, descript:i.Oji
and projected dates of accomplishinent) and project
coiupletion date;

Conplete analyses: Sept
Cotplete review: Oct *

10. Pr6posed method(s) for reporting results;

Final report
Scientific publication



Date, " 198Q

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1-. Title of activity;

Wisconsin Monkey Study

2. Agency responsible, including agency components
directly responsible for activity_: .

EPA/Dioxin Monitoring Program (DMP)
3. Statement of objective(s)

Monitor .Jor fate and distribution of TCDD in chronically exposed monkeys
v*

4. Principal investigator(s)

J. Alien (U of Wise), A. Dupuy(EPA), R. Earless (EPA), M. Gross (U of Neb)

5. Relationship of activity to other work group activities;
Pharmacohynamics of TCDD in primates

6. Statement of scientific method (s) to be used, including
(as appropriate) administrative process '(esj ;

High resolution gas chromatography/nass spectroscopy

7 . Status as of r r 1980;

Samples collected and being extracted t

'8. Relevant review process (es), as applicable;

Agneyc DMP review panel

9. List of key interim project milestones Cnature , description
and projected dates of accomplishment) and project
completion da te~t '

Analysis to be done in Sept
Review to be done in Oct. . *. •

10. . Prdposed method (s) for reporting results;

Final report
Scientific publication



Date;: S K H - 1980

SCIENTIFIC ACTIVITY REPORT

interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Wisconsin Soil Study

2. Agency responsible, including^agency components
di'rec11 y responsi'b 1 e ~ior ac: tiyity:

EPA/Dioxin Moniroting Program (CMP) and Hazard Evaluation Division
3. Statement of objective(s)

To determine if spray drfit of ,2,4,5-T/TCDD on a Wisconsin farm persisted
in the soil

fc

4. Principal investigator(s)

A. Dupuy (EPA), M. Gross (U of Neb), R.' Harless (EPA)

5. Relationship of activity to other work group activities;

Tangential—response to citizen cottplaint

6. Statement of scientific methoj(s) to be used, including
'(as appropriate) administrative process(es);•

High resolution gas chromatography/mass spectroscopy
7. Status as of August , 1980;

Complete
'

'8. Relevant review process(es), as applicable;

Agency BMP review panel cotplete

9. List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completion date;

Ccnplete fc

10. Prdposed method(s) for reporting results;

Rinal report to EPA



Date.: annat.' i 1980

' SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Alsea Area Phase II

2. Agency responsible, including agency components
directly responsible for activity;

EPA/Dioxin Monitoring Program (EMP) and Hazard Evaluation Division

3• Statement of objective(s)

Possible ;̂contamination of water sources with TCDD
•"• .

*»

4. Principal investigator(s)

M. §ross (U of Nb) , T. Teirnan (Wright State), R. Earless (EPA)

5. Relationship of activity to other work group activities:

Possible domestic expsoure to TCDD
• *

6. Statement of scientific method (s) to be used, including
(as appropriate) administrative process (es)-; "~

High resoltuation gas chromatporaphy/mass spectroscoDy.
7 . Status as of Anng-h r r98t);

Sanples awaiting analysis

'8« Relevant review process (es) ^ as applicable;

Agency DMP review panel

9* • List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completion date ;

Conplete analyses in Sept. ' fc *

10. Pr6posed method (s) for reporting results:

Final report



Date.: Auguat 1, 198°

SCIENTIFIC ACTIVITY REPORT

interagency Work Group on
Phenoxy Herbicides and Contaminants

•

1. Title of activity;

Region X Deer and Elk Study

2* Agency responsible, including agency components
directly responsible for activity;

EPA/Dioxin Monitoring Program (DMP) and Region X
3• Statement of pbjectiveCs)

To determine 4& deer and elk that range in forested areas -where 2,4,5-T is
used accumulate TCDD in their tissues.v»

4. Principal investigator(s)

A. Dupuy (EPA), T. Tiernan (Wright State U), R. Harless (EPA)

5. Relationship of activity to other work group activities;
Evidence of tcdd in the environment

* " " ' ~ " - » - - - - , _ . .

6. Statement of scientific method (s) to be used,' including
(as appropriate) administrative process (es);•

High resoltuation gas chramatography/itiass spectroscopy

7. Status ar of a,,g,.,g+. , 1980;
• ••

Nearing completion

.'8. Relevant review process(es), as applicable;

Agency DMP review panel

9« List of key interim project milestones (nature, description
and projected dates of accomplishTOent): and project
completion date:

EMP review panel on Aug 22
* •

10. Prdposed method(s) forreporting results;
Final report
Scientific publication •



_ ' ' August I,Date: .

SCIENTIFIC ACTIVITY REPORT '

Interagoncy Work Group on
Phenoxy Herbicides and Contaminants

!• Title of activity;

Oregon Water and Sediment Study

2- Agency respgnsiblG, including agency components
directly 'responsible tor activityT'

EPA/Dionin Monitoring Program (DMP) and Hazard Evaluation Division
3. Statement of objective(s)

To determin i'f surface waters used for drinking in forested areas of Oregon
4- M^fcigp'§?DinveStigator (s)

Aubry Dupuy (EPA), M. Gross (U of Neb), and R. Hariess (EPA)

5. Relationship of activity to other work group activities:

Possible domestic source' of exposure to TCDD

Statement of scientific method (a) to be used, including
(as appropriate) administrative process (es) ; """

„ High resolution gas c±ratatography/raass.sT1. Status a 3 o t i . r , TgBCfr.sT3ectroscoDyCfr -*

*
Study complete

^•Review complete . . ' . -
'8. Relevant review process (es) , as applicable;

Agency DMP review panel

^ . List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completion date;

Final report scheduled for Sept. . * '

10. Proposed method (s) for reporting results;

Final report
Scientific publication



Date: August 1 1980

' SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Northwest Human Milk Study

2 • Agency responsible f inclxiding agency components
directly responsible for activity;

EPA headquarters/Dioxin Monioting Program (DMP) Regions -IX and X
3. Statement of objective(s)

Deterniina^ion of TCDD residues in juaran milk samples from residents
in forested areas of NW

Vo

4. Principal investigator(s)

Aubry Dupuy (EPA), Michael Gross (U of Neb), Bob Harless (EPA/RTP)

5« Relationship of activity to other work group activities;

Evidence of Human exposure to-TCDD

6. Statement of scientific method(s) to be used, including
(as appropriate)_ admini strative process (es) •;

High resolution gas chromatography/nass spectroscopy

7. Status as of Angngt- f IgSO;

*Completed
'

' ®• Relevant review procfess (es) f. as applicable;
Agency DMP Review Panel Dec., 1979

9. . List of key interim project milestones (nature/ description
and projected dates, of accomplishment) and project
completion date;

NA * *

10. Proposed method(s) for reporting results;

Preparing for publication in scientific journal



Date.: August I. • ' 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity: San Antonio Analyses

2. Agency responsible, including agency components
directly responsibie for activity: EPA

? Dioxin Ptoniotring Program
Region VT

3. Statement of objective(s)

To determine if TCDD residues are present in soil and garden vegetables
'•*

4. Principal investigator(s)

M. Gross (Univ of Nebraska); t. Tiernan (Wright State U)

5. Relationship of activity to other work group activities,;
V

__ Tangential

6. Statement of sciGntific method(s) to be used, including
'(as appropriate) administrative process (es) ;

High resolution Gas chromoatography/Mass spectroscopy
7. Status as of &*&& r 1980;

c
In Progress ,

'8. Relevant review processi(esj , a s applicable;

DMP chemists and ccprdinator

9- List of key interim project milestones (nature, description
and projected dates of _accbmplJLs"hment) and projeclE
completion date:

Completion date Nov., 1980
* *

10. Pr6posed methpd(s) for reporting results;

Report to Region VI



Date.: August 1', 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity: Hemlock Mi Study

2. Agency responsible, including agency components
directly responsible for activity;

—— .
DHP

3. Statement of objective (s): Region V

To assist Region V in enforcement actions by analyzing fish and sediment to
indicate TCDD contamination

'*•'•

4. Principal investigator (s); M. Gross (U. Nev.) B. Harless (EPA)

5. Relationship of activity to other work group activities:

Tangential

6• Statement of scientific method(s) to be used/ including
(as appropriate) administrative process (es) ;•

HR GC/MS
7. Status as of August , 1980;

8. Relevant review process(es), as applicable;

9. List of key interim project _ ̂ milestones (nature , description
and pro j ec ted date s o£ accoinpl isHment ) "̂ nd pro j ec t
completion date: Novanber 1980

10. Prdposed method (s) for reporting results;

Report to Region V



Date.: - 1980

. SCIENTIFIC ACTIVITY REPORT .

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity;

Microbial Dissimilation of ,2,3,7,8 TCDD

• ̂ • Agency respons ible, including agency components
directly responsible for activity:

EPA/Of f ice of Research and Development/Industrial Environmental Research
3. Statement of objective(s) Lab—Cinn., Ohio

Explore possible Biological detoxification procedure for TCDD

"•»
4. Principal inve-stigator (s)

J. Chakrabary (U of ILL Med School, Chicago), M. Salkrnoj K-slonen (U of
--Finland, Helsinki)

5. Relationship of activity to other work group activities;

Clean-up and disposal

6. Statement of scientific method(s) to be used, including
" • '(as appropriate) administrative process (es) ;

Isolation of dechlorination gene fron soil bacteria and subsequent incorporation
T 04.=,^%° PiasmJ-d of a bacterium which, is then incorporated onto a filter.

• p/cajius as 01. J^nauct ' - ?.
Evidence of bacterial metabolism of TCDD obtained.

i
'8. • Relevant review prpcfcss(es), as applicable;

Internal review

• 9. •' List of key interim project milestones (nature, description
and projected dates of accpmplishment) and project
completion date:

Periodic interal reports—Final report d\ae in 8 months

10. Prdposed method(s) for reporting results; *
EPA publications



Date.: ĝugt 1

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

•*•• Title of activity:
Beef Fat Phase II

2. Agency responsible, including agency components
directly 'responsible' for activity; .

~~1
EPA/Dioxin Monitorihg Program (DMP)

3. Statement of objective(s)
>

To dterrs&ne if cattle grazing on rangeland treated with ,2,4,5-T accumulated
TCDD residues in their fat.

4. Principal investigator(s)

A. Dupuy (EPA), T. Tiernan (Wright State U), R. Harless (EPA)

5. Relationship of activity to otherwork group activities:

Possible source of'TCDD in food supply

6. Statement of scientific method (s) to be used, including
'(as appropriate) administrative process(es) ;

High resolution gas dircmatography/mass spectromatry
7. Status as of ^9^ t 1980;

Initial analysis complbte confirmatory analysis scheduled for Sept
•

"8. Relevant review process(es), as applicable:

Agency DMP review panel

• 9. List of key interim project milestones Jnature, description
and projected dates of accomplishment) and project
completion date;

Completion scheduled for Sept.
* *

10. Pr6posed method(s) for reporting results:

Final report • . •
Scientific publication . .



SCIENTIFIC ACTIVITY REPORT

rhsnoxv Herbicides and Contaminants

1 • t l t l . s .of activity:

Invest igation of a leukemia cluster in Madison County, Kentucky
Allegedly Associated with Pentachlcrophenol treated Ammunit ion Boxes
at the Blue Grass Army Depot

2. Agency responsible , i n c l u d i n g agency component(s) directly
responsi b i e fgr activ1ty:

Nat iona l Insti tute for Occupational Safety and Heal th ( N I O S H )
D i v i s i o n of Survei l lance, Hazard Eva lua t ions and F i e ld Studies (DSHEFS)
Industry-wide Studies Branch (IWS3)

3. Statement of objective(s):

The initial purpose of this study is to determine if employment at the
Blue Grass Army Depot results in an excess risk of developing adult
leukemia. If an excess risk is demonstrated, close examination of depot
work histories will be conducted in an attempt to establish an etiology
.such as that alleged with pentachlorophenol which has been used to treat
ammunition boxes at the-depot.

4. Principal investiqator(s):

Patricia A. Honchar, M.S., Ph.D.
William. E. Halperin, M.D.-, M.P.H.
Joe Skaggs, D.V.M., M.P.H.
Kentucky Department of Human Resources

5. Relationship of activity to other v/ork group activities;

This study is investigating a possible association between exposure to
pentachlorophenol, which is contaminated with dioxin isomers, and leukemia,

6. Statement of scientific method(s) to be used, including (as appropriate)
admi ni strati ye process(esT:

A case-control epidemiologic methodology is being utilized. All adult
leukemia cases residing in Madison County, Kentucky are being located,
along with appropriate controls. Ascertainment of any past work history
at the depot will be made for both cases and controls to determine if
depot employment results in an excess risk of developing leukemia. If a
positive association is found, further evaluation of work histories will
be conducted to isolate risk factors, if possible.

7. Status as Of September. 19«0

Case f i n d i n g is. in progress



3. ?.j1 gvar.t =̂'.'1 ew rrccass'es_), as 5gnl1 C3b1 e:

I .".-house review

9. List of _kay interim crcc'sct milestones (nature, dgscr^rt-'c" ~nd o'-?:•?'fee
gates 'Of acccmp 11 snrnent) ana project ccmpl etlon dais: *~

1. Preliminary meetings with Kentucky Stata Health personnel and Depot
Personnel to define the problem and explore avenues for study.
October, 1979: Completed

2. Develop protocol for case-control study
November, .1979: Completed

3. Begin case and control finding
December, 1979: Completed

4. Complete compilation of cases and controls and' submit names to the
Army Depot to ascertain which have been depot employees
October 1980: Projected

5. Receive information back from the depot
January 1981: Projected

6. Complete data analysis
June l°9l: P r o j e c t e d

7. Final report
July 1 981: Projected

10. Proposed method(s) for reporting results:

Results will be reported to Kentucky Health Department, Blue Grass Amy
Depot, and Interagency Work Group. If positive, results will be submitted
for publication.
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Intsracency Work Creep en
Fhencxy Eerbicices end Contaminants

1- Title c£ activity;
Bioassay of Octachlorodibenzo-p-dioxin

2. Agency ...responsible, including agency CCTPO-
nent(s) directly responsible for activity: N I E H S - N I H - O H E W

3. Sbatsrnsnt of cbjective(s) ;
To evaluate the carcinogenic potential of octachlorodibenzo-p-dioxir

4* Principal invest! gator(s)n;
E.E. McConnell"

5.. Relationship _of activity to other
work group activities; Structural ly s i m i l a r compounds have been.

studied in Environmental ' Biology Branch.

6. Statement of scientific method(s) to
be used t_ including (as apprcpriate)
administrative processes); A c u t 2 j subacute and chronic bioassay.

7- Status as of S e p t e m b e r 1 /198Q; Li te ra ture search c o m p l e t e d
5 / 1 9 / 8 0

t

8. Relevant review process (es)./ as
applicable; Wl-^ be revjewecj ^y experimental des ign group. of N C I .

9. List of key interim project milestones
( na tu re / _ cescrip ticn and p ro j ectsd da tes
of accorplishrrtent) and project
t:ion date; See attached milestone timetable.

10. Proposed rr/ethod(s) for reporting results;
NCI Technical Report
Possibly scientific journal depending on results.

i

Note: Please retype or add sheet(s) if -ore space is nee;
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! ~$ a U

SCIENTIFIC ^:v;". 'V ~£-^c:

Intaragency Vi'crk Grcup en
rhsnoxy Herbicides and Gen-ami r.an-3

1. Title j3f activity;

Dioxin Registry

2. Agency responsible, including acency ccrnponentfs) directly responsible
for activity:

National Institute for Occupational Safety and Health (NIOSH)
Division of Surveillance, Hazard Evaluations and Field Studies (DSHEFS)
Industry-wide Studies Branch (IWSB)

3. Statement of objectiveCs):

The objective of this endeavor is to establish a registry of all workers
in the U.S. who have been associated with the synthesis of 2,4,5-T. The
registry will include work and exposure histories for all registrants.
The registry will be utilized initially for a retrospective cohort mortality
study, and the workers will be followed prospectively.- In the future, an
evaluation will be made of the registry to determine if the cohorts can be
utilized for studies of morbidity and reproductive outcome..

4. Principal investigator(s):

Patricia A. Honchar, M.S., Ph.D.
William E. Halperin, M.D., M.P.H.

5. Relationship of activity to other work group activities:

This study will contribute information about the long term human health
'effects of. exposure to 2,4,5-T and its contaminant TCDD.

6. Statement of scientific method(s) to be used, including (as appropriate)
adm ini strati v e p roc e ss(e sjl

For the initial retrospective cohort mortality study, workers will be
traced historical-ly through the Social Security Administration and other
sources as necessary. For deceased workers, cause of death will be
determined and coded from death certificates. Rates by cause of death
will be age and sex adjusted and compared to worksite controls, state
and national rates. Degrees of exposure by number of years exposed and
industrial process will be taken into account. Registrants will be .
followed prospectively and reviewed with additional mortality studies in
the future.

as o ^ s e D t e m b e r J , 1980

Discuss ions w i t h industr ies and col lect ion of cohorts in progress.



Pace 2 - Scientific-Activity Report

S. Re I £ van" rs view srcc3£3(es], ss applicable:

~e~r review, statistical review, and Interagarcy wcrk ircus review 10
* 51 C I t 4 , I '- " m* «

C [ T ' * T ">r ! / i \y T n •** •" r* "* **i -* ••« «^ •? * »« •*• w * ^ ' 1 - - * " * * / - - ^ ^ ^ - / r^ *s *•' > v* A ' " t v<" ' * * " i r < " * * r ' ' nj« L1 o ^ or isp3y inucr iHi - i w . j c - ^ . * > ' *>-* ^ w . .^^ N . . z * •. • > - ̂ : ~ r . . * _
aatas of acccmallsnmentl.and project completion ca^e:

1. Identify and initially contact all 2,4,5-T synthesizers
Octocer, 1979: Completed

2- Ccmjlete coTlection of all industry records and relevant exposure data
February, 1 S 8 1 : P r o j e c t e d !

3. Begln codlno demggraphlcjdata
March, 1980:Completed

4. Begin determination of vital status
October 1980: Projected

5. Finalize coding protocol for work and exposure histories, begin codinc
a n d merge with demographic d a t a - "
June, 1981: Projected

6- Complete determination of vital status
February, 1983:Projected

7- Complete analysis of mortality rates
April, 1983: Projected

8. Final report of initial registry-wide retrospective cohort mortality ;
June, 1983: Projected ,

10. Proposed method(s) for reporting results^:

Interim and final results will be submitted for publication-
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Plienoxy iicrblcltfcs and Conlaminanls

SCmiTIMC ACTIVITY H1LESTOME TIMETABLE

Qa te Prepared;
Hnrcli 1A. 1900

II An:uin|illsl<et1

!
;'ic|it. . _Ili:

i l .L - l l t I I y j i i . i l h i l l I l l l y
'mill . n i l 'i 1 I A '. V .

I lir n I T i* t H

i|i I ol 4- r ol I i-fl In

• »f nl I IniliiMt t y « < •

ill) In

i1f-iti»j-

p.rapl i lr •! '

n«' |»ln <lc! < - n n l i i . i l l i n

j itf v! I ;i I mm nil

j F l t i n l I r.- null iiji pi i

i torn I t u t win! .in,l

j ficp.ln < f i « l l i i ( ' . iiiul i
i wi ld il. (-[iipiili .

fxiinp I cl i< ili-t r I m f D;I

<if V t I !• I til nl ii-i

C*Off(i| «- l o niialyriln

m«it < n I II y t nf rn

f Inii'l i i-|inf t iif In
r r*}*. I nl i y wl <lc I of r

cotnu I in'irl nl 11 y n

lul
t(H-l't I

nno j igiu
M.ir. June Srpt. l)j-c. H.ir. Juno Snpt. Die

I °

o 1

1

•

. Mar. June Se

•

t. Die
190

. Har. JH

0

0

3
e Sc t. n

19M
c. Har. June Sept. D'

•

•

1905
c. H«r. June Si- t. olc.

t



fivity;

Investigation of.all Alleged Cluster of Birth Defects in Farr.ilies of
Teamsters Union Employees of the Long Island Railroad

2. Acsncy respensjble, includino agency ccmponentfs) dj rectly
res pens i 31 e for a cil v i iy_;

National Institute for Occupational Safety and Health (NIOSH)
Division of Surveillance, Hazard Evaluations and Field Studies (DSHEFS)
Industry-wide Studies Branch (IWSB) .

3. Statement of obj'ective(s):

In response to a request for a Health Hazard Evaluation by Teamsters
Local 308, this preliminary epidemiologic investigation is aimed at
confirming cases and determining whether the rate of birth defects in
families of Teamsters who are employed by the LIRR exceeds the expected
rate. If an excess is found, a further study may be initiated to
investigate the Teamsters' allegations of an association with 2,4,5-T
which the LIRR has used in the past to maintain the right-of-way.

4. Principal investigators);

Patricia A. Honchar, M.S., Ph.D.
William E. Halperin, M.D., M.P.H.

5. Relationship of activity to other work group activities:

The Teamsters allege that an excess of birth defects is related to
exposure to 2,4,5-T.

6. Statement of^scientific method (s)__ to be used, including (as appropriate)
a'dmi nlsTrati'ye' process(es^:

A list of live births among the Teamsters' families for the period 1975-1979
has been assembled. Insurance claims files for these individuals will be
reviewed and rate(s) of birth defects calculated. Ths rate(s) will be
compared to'expected rates as compiled by the CDC Congenital Malformations
Surveillance System.

7. Status a$ Of September 1980:

The Teamsters Local is negotiating the retrieval of the needed insurance
claims files from their insurance ccr.pany.

8. Relevant review_process(e_s), as applicable;
•i

In-hcuse review as a NICSH Health Hazard Evaluation



j i " a ,' _

tha workforce, learn about exposures, and axplora records sys'.sfis

January and February, 1980: Completed

2. Assemble a list of live births
February, 1930: Completed

3. Obtain insurance claims files for live births
May 1980: Completed

4. Review claims files, confirm and characterize birth defects, calculate
.ratas
May, 1980: Completed " ' .

5. Compare with expected rates
October 1930: Projected

6. Final report
December 1380: Projected

10. Proposed method(s) for resorting results:

Results in manuscript form will be presented to the Teamsters, LIRR, and
the Interagency Work Group '
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In ta recency "crk Creep en

-• Title cf activity,! Bioi^y of 2 ,3,7 .B-^ t rachlorcc i :sn::-p-.:iox:r. for
P o s s i b l e C a r : i n c c e n i c i ty (Ca rna l S t u d y ) .

2. Acancv resccr.sible, includi.-a =cer,c/
r.ent(s) directly rasscr-.sible fcr acTdvir/: R a t i o n a l "an car I n s t i t u t a / ' l a t i c
•Toxico1ogy r r cg ran ; C a r c i r o c e n a s i s T a s t i n g 3rogra;Ti; Pri.^s C o n t r a c t o r , rracc
Jitco

3. St^tercnt of cb-ective(3) ; ^o cictsr-i ine the c a r c i n o j ^n i ci ty of tet
d i b a n ^ o - p - d i o x i n a c n i n i s t a r a d to ^ i ica by . i3 rmal a p p l ( c a t i o n .

4 > 33sacns.ib1e invest igator^) ; • Dr. l j n i i a rn V. Har twel l , . N a t i o n a l Cancar
in s t i t u t e

,crshi? _of activitr/ to other
wdrk grcug activities; 33rt of a ser ies of c .Moro-para-d ioxins selected fo
test ing af ter taratocenic effects were related to the 2 ,3 ,7,3-isomer.

6. Statsr/ent of scientific rrethbd(s) eg
be used, inclucirc (as accrccri = ta)
adninis trative g recess ( es )_; "ernai a p p l i c a t i o n of acetcna s u s p e n s i o n s to 5
Webs t a r ' l i ce t h r o u g h l i f e t i m e o f test arrival u n d e r s t a n d a r d b i o a s s a y c o n d i :

7. Status as of r 1 .1930:

Peer, reviewed by NTP ad hoc review committee 6/27/80

8. Relevant review prccss-Ces} , as
applicable; I n - h o u s e data e v a l u a t i o n M a rch 2 7 , 1330. S u b m ' s s i o n -"or peer
review by ccmmi ttee to be r2cc~.r,ended by S c i e n t i f i c \ d v i s o r y "card .'lay 1 , "

9. List cf kev interim oro^ect milestcr.es
(net.'.
of anc
ticn data; M c n e

10. Prcpcsed "gthcdfs) for r~rcrtir.c results; r a r c i n c g e r e s i s T e c h n i c a l Feoor
Se r i e s

ir .*r.ora scace is r.eecec



'-ii-.'..!-, o f .', 1,7 ,n-l(!t.rnr.Mnr«iHlir>n;.o-|)-
' . . - I n 1'ir ' 'uisltj lp f.nt clnii'j'Mitcl ty

J[nlcrarjency_Ho£J^ Group
Plinnoxy MorMcJdcs amf Contaminants Dalejrcparcd:

SCItfjl jFIC A C T I V I T Y HllESTOUE Tli'.CTAniE

i i ii ! « • < Inl 0 Accompl

In-hoir.f '''l.i ' vo ln.it din
* ln.il 'i. i ! t of |u.f,

ll.lt I.HI

> 1 «> 7 1 1" W

I'M)
thr. ,!iinc Si'pt. !)

•

I

9

'

19M1
c . M.ir . Junr Snpt. Di c

I9f)2 1 . 19B3
. Hsr. June Sp >t, n<!C. M.ir. Ju

1

c Sent. D
, 1904

. HAT. June Sop

_.

. D
19H5

. M.ir. June Srp> . I)'



Intsracer.c/ Week Grcu? en
?hencxv Herbicides ar<3 Ccnt=r.ir

Title cf activitr/: 3i oassay or 2 ,3 ,7 .S -Te t rach l croc'i c = "r :---•:• -<•; r. for
- o s s i o l e C a r c i n o g e n i c ! ty ( G a v a g e S t u d y ) . ( rCDD-'1avc.:a)

2. Agency responsible, Incluclnc acgnc/
r.ent(s) cirectLLv rsspcnsible' for activity: " ' ( a t i o n a l Canca r I n s t i t u t e /
N a t i o n a l Toxico logy P rogram; Ca rc inogenes i s T 2s t ing r rogra .Ti - , 3n'-ne
Contractor, Tracor Jitco

3. Stats-rent of cbjective(s) ; TO da tamine the carc inc-genic i ty cf t a t r ach lo ;
d ibenzo-p-d iox in a d m i n i s t e r e d by gavace to rats and .nice.

4- Res^cns ib l s inves t iga to r ( s ) ; Dr. W i l l i a m V. H a r t w e l l , N a t i o n a l Cancer
Ins t i tu te

5. Kelaticnshi? of activity to other
woec grcup activities; Part of a series of ch lorod ibenzo-d iox ins selecte
for t es t ing a f te r ta ra toganic affects were related to the 2 ,3,7,8-isoi-er.

6. Statement cf scientific rgthcdf s ) to
be used, including (as aggrcprlats)
acrnini s era ci ve p roce ss (es)_; A d m i n i s t e r e d by g a v a ^ e 1 ~o O s b o m e ,vsndel rats
blTCSri mice L n r o u g n o u c l i f e t ime s tud ies under s t anda rd b ioassay c o n d i t i o n s

7. Status as of Sep tember 1 ^1530^;

Peer - r e v i e w e d by NTP ad hoc r e v i e w c o m m i t t e e 6/27/80
S. ?.elevant review process(es) / as

applicable: E n - h o u s e data eva lua t ion March 27, 1330; s u b m i s s i o n for peer
by commi t tee to be recommended by S c i e n t i f i c A d v i s o r y B o a r d May 1, 1930

9. List cf_key interim Project milestones
(nature, cescrioticn and oroiected daces
of acccrplishrent) and project ccnpl

10. ?rcrcsec nethccfs) :or -reporting results; C a r c i n c c e " s s i s T e c h n i c a l =epc.-t

N'cte: Please retype or add sh ' ee t ( s ) if r.ore ^cace is r.e-ced.
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Intsracancy Work Grcxzp en
Fher.cxy Herbicides ard CcntanLiants

*• Title of activity: Sicassay cf a M i x t u r e of 1 , 2 , 3 , 6 , 7 , 3 and 1 , 2 , 3 , 7 , 8 , 9 -
H e x a c h l o r o - d i b e n z o - p - d i o x i n s for ^ o s s i b l e C a r c i n o g e n i c i t y (£snal S tudy)

2. Acer.c/ responsible, including agency ccnpc-
nent( s) directly^ responsible _fcr activity: N a t i o n a l Cancer I n s t i t u t e /
N a t i o n a l roxicoPogy" Program; Pr ime 'Contractor , Tracer J i tco

3. Sta torrent of cb"iective(sj_: To de tarmine the ca r c inogen i c i ty of a m i x t u r e
l"72T3T5 '̂77a"'ana iTZT^TTT^^-Hexachloro-p-dioxins a d m i n i s tared to m i c a by
dermal a p p l i c a t i o n .

4 . R e s p o n s i b l e i n v e s t i o a t o r ( s ) : Dr . W i l l i a m V. H a r t w e l l , N a t i o n a l Cancer
Ins t i tu te

5- P.£laticr.ship of activj.fcy to other-
work group activities: One of a series of ch lo ro-para -d iox ins selected fo
tes t ing af ter t a ra togenrc effects were rented to the 2 ,3 ,7 ,3 - i s cmer .

6. Stabsrrant of scientific ^sthcd(s) to
"be used, inclucina (as acorcoriabs)
acrninis tra . tive grocess ( es ) : Dermal a p p l i c a t i o n of acetone s u s p e n s i o n s 'to
bwiss- 'Jeoster mica tn rouonout l i f e t i m e of test a n i m a l s unde r s tandard b i o a
ccndi t ions . •

7. States as of Sep tember 1 ,1380;

Technical report projected November 1980.

^ ^ -
ri9^2A§: Rev iewed and approved by the C l e a r i n g h o u s e on E n v i r o n m e n t a l

Carcinogens February 15, 1980.

List o f k ev_ _i n^te rirr^ P ro j e ct_ rni I estgr.es
(naturg, cescripticn end projected cates:
of acccrplishrrent) and oroecr ccirgle—

10. ^ ^ ^ ^ ^ J ^ ^ £ ^ ^ . ^ Carc inocanes is Technical -.e?or
Seri es

::cte: Please re type or add sheet ( s ) if .T.ore space is needed .



Intsracency "*crk Creep
rhencxy Herbicides ar.c Ccnt^

1. Title_cf ^a_ctivitv: S i o a s s a y of a M i x t u r e of 1 ,2 ,2 ,5 ,7 ,3 and 1 ,2 ,3 ,7 , '
M a x a c h l o r o - d i b e n z c - p - d i o x i n s for P o s s i b l e C a r c i n o g a n i c i t y (Savage S tu- :

*• • Agency rssrcr.siblg/ ir.clucir.c acer.cv ccrcc-̂
r.ent(s)._cjrgc-d.y responsible for activitv; M o t i o n a l C a n c e r I n s t i t u t e
N a t i o n a l Toxicology Program; °ri-e Contractor , rracor J i tco .

3. Stata.TCnt_of__cbjective(s): fo d e t e r m i n e the ca r - r i n o c a n i ci ty of a mi
oTTTTTT, 3 ,T. 3 and 1 ,2 ,3 , 7 , 3 , 2 - h e x a c h l o r o - p - d i o x i n s a d m ' n i s tared to ~\
and rats by gavage .

4. Res ponsi bl e i n vesti ga torf s) : Dr. ' .JiTIiam V. Hartv/el l , Ma t iona l Cance;
Institute

5. ?.elaticnship of activity to other
wo EX g;_rccp_ _ a c ti y 1 ti g_s: One of a s e r i e s of chl o r c - p a r a - d i o x i n s selec:
ror c 'ascfng ar ' tar t e r a t o g e n f c e f feccs ware r e l a t e d to the 2 , 3 , 7 , 8 - i s c ,

^« Statsrra-nt cr scientific_meth'ccfs) tg
_be u s ed /__J£} ci u ̂ _i ̂  (a_s, £r? ̂ ^J^-,3 ta)
administracive proc3ss(es)_; A d m i n i s t e r e d by gavage to Q s b o m e v!ence
and '36C3F1 m i c a t h r o u g h o u t l i f e t i m e o f test a n i m a l s u n d e r s t a n d a r d
b i o a s s a y c o n d i t i o n s .

7. Statu s_as_c f Sep tember 1 ,1930:
Techn . i ca l r e p o r t p r o j e c t e d November 1980.

8. ' ̂ leya^t^jvie^grccsss (ss) / as
^EHli±f5l§: R e v i e w e d and a p p r o v e d by the C l e a r i n g h o u s e cir E n v i ron.T.en

Carcinogens February 15, I960'. :

9. List of k^^in^terirn project j7iilestor.es
(nature, c3scripti_on ar>d projectec catas
of acc^rrTol^shrrgn^t)^ and project ccrrple-1

ticjicata: None

-Q- ?J?^£jgg Jl^thcc (s j__f or __r?j:Q rt i r.o re su I -.s; C a r c i n o g e n e s i s Techn ica l
s e r i e s

Not 9: Pleas a rstycs czr acci s h e s t ( 3 ) if rr.ore space is r. eec
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o ̂  _;_. i - u iC _A'.. - - • -TV " -— : ̂

Interagency Vork Group on
Phenoxy Herbicides and Contaminants

1. Title of activity: Cccparativa species evaluticn of chemical disposition
and aecabolisn of tctrachlorocibennofur-an (ICTF) in rat, ~on>.27, .3-nd -rjir.ea p-
and also in two strains of mice.

New & Related Activity: Disposition of 1,2,^,6,7,9-he'xachlorodibenzofuran
(HCDF) begun in rats September 1980.

2. Agency responsible, including agency component(s) directly responsible for
activity:

DHEW/NIH (NT?)/NCI/NIEES/Enviromnental Biology Branch

3. Stateaent of objective(s) ; TO compare the differences between species in the
absorption, distribution, metabolism, and excretion of tatrachlorodinon-ofura;
in order to better evaluate the acute and chronic low dose exposure hazards.

4. Principal investigator(s) :

Drs. Linda S. Birnbaum, Gary M. Becad, and H. B. Matthews

5. Relationship of activity to other work group activities: A knowledge of the

disposition of TCDF is necessary in order to assess hazard's and plan chronic
studies. These results inay also lead to a better understanding of the toxic
mechanises of TCDD, TCDF, and other halogenated, polyaronatic hydrocarbons.

6. Statement of scientific nethod(s) to be used, including (as appropriate) •

Id3inis£ratlva_process(eiyi
 Iiv

C-TCDF was adniinistered both orally (at 2 doses
and intravenously to male Fischer rats, and intravenously to ziale Hartley
guinea pigs and male Rhesus monkeys. The distribution of radioactivity to the
tissues and in the ̂ excreta was examined at various tiae points and the presenc

%of parent compound cr metabolite(s) determined by thin layer chroraatography.

7. Status as of September 1 , 1980: Disposition study completed; 3 manuscript
in praparation; aetabolisa being further evaluated.

Relevant review process (es), as applicable: intrarural review OuIKS pee:
review), Peer-reviewed scientific journal



1 J_

b) December 1979-?ebruary 1930:
extent by guinea pigs, and very little is excreted. Apprcziracaly
equal amounts of radioactivity appear in the fecss and urine, possibly
due to passive redistribution. This lack of aetabolisn and excretion
in the guinea pig explains, at least in part, the previously documented
extreme sensitivity of this species to the toxic action of TCD?.

14c) January-March 1980: C-TCDF is slowly metabolized and excreted from
tnale Rhesus monkeys, in line with the intermediate acute toxicity to
this species. Low doses (less than 1/40 of the LD-,0 result in
pathological changes in the neibomian glands of the eyelid, an early
marker of toxicity.

1 kd) April-August 1980: Super C-TCDF is rapidly metabolized to
more polar compounds in the mouse, which are r a p i d l y excreted, via
the bile in the feces and to a less extent in the urine. The
disposition was compared in two strains of mice, C57BL/6J and DBA/2J,
which have different sensitivities to the toxic action of the closely
related compound, TCDD. C57, which are very sensitive to TCDD toxicity,
clear TCDF more rapidly than DBA, which are r e l a t i v e l y resistant.
This may be due to the sequestering of TCDF in the adipose tissue
of DBA mice, which have over 33% more fat than C57-

e) June-present 1980: Isolation and characterization of metabolites
of TCDF have begun for monkey's CCs and rat b i l e . One metabolite has
been p u r i f i e d by HPLC and is a w a i t i n g structural d e t e r m i n a t i o n .

I 0 . Proposed method ( s)_ for reporting results:

Peer-review journals
Sc i ent i f i c meet i ngs
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Ca zs i .

1. Title of activity:

Neurctcxicity of 2,4-D in rodents

2- Agency responsible, Including ac=ncy ccmcor.entfs) directly responsible
for activi cy:

Laboratory of Behavioral and Neurological Toxicology
National Institute of Environmental Health Sciences

3. Statement of objective(s): - ••' " - • " - • ' • • ' •" - '

To determine whether or not exposure to 2,4-0 produces signs of behavioral
and/or neurological toxicity in rodents

4. Pri nci pal i nvesti gator(s);

C. L. Mitchell

5. Relationship of activity to other work group activities^:

Provide a broad assessment of the biological effects of 2,4-D.

6. Statement of scientific method(s) to be used, including fas appropriate^
aaministrative p r o c e s s ( e s ) . ' . — — • -

The acute oral toxicity of 2,4-D in male Fisher rats, approximately 90
days of age, will be determined. Subsequently, rats receiving doses of
1/8, 1/4, or 1/2 of the LD50 will"be evaluated in a battery of neuro-
behavioral tests designed to examine sensory and motor functioning,
affective behavior and learning and memory. Special emphasis will be
placed on motor functioning and affective behavior. The rats will be
examined at the time of peak activity of the compound (as determined by
the lethality studies) and at 1 day, 1 week, and 30 days after administra-

' tion or longer, if effects persist. Further studies, using multiple
dosing procedures may be initiated if no neurobehavioral effects are
observed following a single sublethal dose.

7. Status as of ^p 1-^-1 HPT irJ980

Tost has been CO;HP! e U;d. Anolvsis of Hdta in nro.in.'̂



Ir.'erral review ,vi"r-" - - ^ = -'-rs --; .• -• --• - . - ^. •

L---. :- ^e1-' "'"•"•-"Ir_2I.r-.l§̂

Init-iaticn of cosing - April
Caca analysis - May
Further studies if indicated - June-August
Completion - September, 1980

rroposed ^ethcd(s) for reporting results:

Research publication
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Intsragency Work Group en
Phenorcy Herbicides and Contaminants

Titj.e or act-v-ty: Studies of the chemical disposition and metabolism of

>—'C u^G,.•—f_0— OC,*.o*'ii.**-CCĵ G 1C~»*i \ O\^L* 1J J
•••"•• •—•—••— ••-»-• ^ -̂  V-- J-r *- ̂ )

2. Agency responsible., including agency component(s) directly responsible for
activity;

DHEW/NIH/NIIHS/E3B

3. S_taterae-nt of obj active (s)_:

14
To study the disposition of [ C] OCDD in Fischer 344 mala rats.

4. Principal investigator(s);

Drs. Gary M. Decad, Linda S. Bimbaum, and H. 3. Matthews

5. Relationship of activity to other work group activities:

Initiation of disposition study depends on analysis of purity of C-radiolabel
OCDD by Chenistry Branch/NTEHS. ' Data from disposition study'will be used to
determine doses used by NCI for chronic studies.

6. Statement of scientific nethod(a) to be used, including (as appropriate)
administrative process(es);
14
[~ C] CCDD will be administered at two dose levels to Fischer 344 male rats to
study its absorption and distribution. Tissues will be analysed for radio-
activity and metabolites. ' .

•

7. Status 33 of Septprnbr-T J ...__> 193p:

OCDD submitted to Chemistry Branch, NIEHS, for determination of chemical
purity.

8. Relevant revlew process(es), as applicable:

NTIES peer review.
Review for publication in Scientific Journal.



1 /.

3-24-3C.

3) Chemistry branch reported OCDD is not pure and must be p u r i f i e d
prior to i n i t i a t i o n of disposition study.

A) We are \̂ !aia i t ing p u r i f i c a t i o n of OCDD by HPLC in high hazard
room or similar facility prior to i n i t i a t i n g study.

]0. Proposed methods for report ing results

S c i e n t i f i c meeting and peer reviewed scientific journal.
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1. Title of activity: Effects of "Agent Orange" Components on Male
Fertility and Reproduction

2. Agency responsible, including agency compo-
nent's) directly responsible for activity; National Toxicology
Program, Special Toxicology, Reproduction and Fertility Workgroup

3. Statement of objective(s): This is a probe study in nale mice fed
large doses of the constituents of Agent Orange to determine effects
on fertility and ability to sire normal offspring.

4. Principal iavestigator(s); Dr. James C. Lamb IV, Dr. John A.
Moore, Dr. Thomas Marks, Dr. James Allen

5. Relationship of activity to other
work group activities: This workgroup studied toxicity of
selected chemicals on male and female reproduction, fertility and
development.

6. Statement of scientific method(s) to
be used, including (as appropriate)
administrative process(es) : The direct toxic effects of the chemical
mixtures are being determined in randomly selected mice during the
dosing period and breeding period. Organ, weights, appearance, and'
histopathology are the endpoints of toxicity. Sperni number and
morphology are being evaluated in the animals as indices of' fertility
in these same animals. At the end of the dosing period an additional
group of mice are being bred to control female mice. Mating fre-
quency, fertility efficiency, dominant lethality, incidence of
congenital variations and malformations, and viability of offspring
are being 'studied. Sister chronatid exchanges are also being
measured in an additional group of males.

7. Stat-us as-of September 1, 1980: study completed. Technical report-
cuitip 11; ted".Ti^nuscript tor publication in preparation.

8 . Relevant review process(es) , as
applicable: Protocol reviewed by selected scientists for scientific
merit and safety considerations.

9. List of key interim project .nilestcaes
(nature, description and projected dates
of accccr.plisLzent) and_prc.;'act comple-
tion date: Milestones include completion of dosing, breeding of
treated males, torcicity evaluation, collection and study of off-
spring,' calculation of data, and preliminary studies on sister
chrcmatid exchanges. Project completion date July 1980.

10. Proposed method/3\ fcr rer=rtisg results: Scientific jcur-al(s)
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;ate: September I, lg80

n~ncxy r.crcic',- = s

1. Title of activity:

Mutagem'city Studies of TCDD, 2,4-D, 2,4,5-7 and Es-=rs of 2,i-D
and 2,4-,5-7.

2. Agency responsible, includlnc agency components)directly
responsible for activity:

National Institute of Environmental Health Sciences

3. Statement of objective(s):

7o determine the mutagenicity of 7CDD, pure 2,4-D and 2,4,5-7,
2,4-0 and 2,4,5-7 butyl, esters and commercial preparations of
2,4,-D and 2,4,5-7 in Salmonella typhimurium (Ames 7est), Drcsophila
melanogaster and mammalian (Chinese Hamster Ovary) cells in culture.

4. Principal investigatoKs): '••

Errol Zeiger, Ph.D., NIEHS

5. Relationship of activity to other work group activities:

Knowledge of mutagenicity potential of Agent Orange constituent is
essential to interpreting if Agent Grange exposure can result in
siring abnormal offspring.

6. Statement of scientific method_(s_) to be used, including (as appropriate)
acministrative processesV:

7he Salmonella studies will determine tiia ability of the tested sub-
stances to induce point mutations. Pr^sj^Phj la_ wi 11 indicate the induc-
tion of sex-linked recessive lethal inuia Lions and reciprocal
.chrcmoscme translocations. Cultured mairnalian calls w i l l indicate
the induction of.chromosome aberrations and sister chrcmatid exchanges.

All chemicals are being tested blind by contract laboratories. The
cedes will be broken by NIEHS after testing in each laboratory
has been completed and a decision made on the mutagenicity of
the chemical.

1. Status as Of September 1, \3bQ: Ccr.^erc i al p r e p a r a t i o n c; 2,^-D
isooctyl es:er (b/t1 utb-Wct'j LV 69) and 2,4,5-T issooctyl ister
(6A%, DEU-WEED bV-^T) and pure 2,^-u and 2,A,5-T were tested for
mul a.jon i c i ty in --a 1 ̂ -,r,c 1 I n . f.'o ,~iu t ,?f!on i c a c l i v i t y was S'.en.
| ( Ml i •. i i i I !'"M I 1 y m i 1 1 - 1 i • '• t i n . .1 KM i, .1 1 Ki .



~~rD, 2,'-i-D 3nd 2,-^,5-T are currently under test in drcsophila.
.. • . • . • . • ; .- -, t . .. j . , .. i ; .,., ,... i ] .

c.'ii'C'.'" jrc'iii 3 D w i " r a t i c n s uii'J --i.. i-r ^i",,..:,... L ;. . ..

^ ' „ '

,4-0 ="•- pur? 2:- .5-7 shculc_
be avail sole cy May, 1S30. Sal morel la rgsul '.5 -n cc."»T.i.';1al
grades of 2,4-Q and 2,4,5-T by June, 1980.

Crosoohila results en TCDD, pura 2,4-0 and pure 2,4,5-7 sr.culd be
availaDls by November, 1930.

Mairmalian cell cytccenetics results en 7CDD, pure 2,4-0 and purs
2,4,5-7 should be available by December, 1980.

At these times, all testing laboratories data will be reviewed by
NIEHS EM7DP personnel and a decision will be made en the muta-
genicity of the chemicals.

9. List of key interim project milestones (nature, description and
pTojected dates of accompl i shir.'ent) and project ccrnpl eti on date:'

Salmonella and drosophila results on TCDD should be a v a i l a b l e by
November 1980. TCDD results have been pushed back because of
delays in receipt of the chemical. Results with butyl esters
of 2,̂ -0 and 2,^,5-T are also pushed back because they must be
synthesized by an NIEHS contractor and*time originally allocated
for this task was insufficient. Mammalian cell cytogenlc results
should be available by April 1981 because of delays involved in
standardizing and v a l i d a t i n g test protocols in the contract
1 aborator i es .

1 0 . Proposed methods for reporting results :

Summarized results and conclusions (plus appended raw data) w i l l
be submitted to NTP as they become ava i l a b l e .
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Intsragency Work Group on
Phencxy Herbicides and Contaminants

1• Title of activity: Implications of Low Level Exposure to Dioxins

2. Agency responsible, i nc lud ing agency compo-
nent^ ) direct'iy r e spons ib l e for activity.; Na t iona l Ins t i tu te of
Envi ronmental Heal tn Sci ences ; Extramural Program

3. Statement of object!ve(s): The overall objectives of the project are
to evaluate the in jur ious effects that arise in the adul t female primate
and her offspring as a result of long term, low level exposure to 2,3,7,
8-tetrachlorcdibenzo-p-dioxin and to determine the rate of recovery from
these effects once exposure is discontinued.

4. Principal investigator(s); Everson, Mer le A . , Ph .D .

5. Relations hi p o f a c t i v i ty to o ther
work group activities:

6. Statement of scientific method(s) to be used,
Tncluding (as appropriate) administrat ive process(es):

Rhesus monkeys-wil l be given diets containing 5.0 and 25 pot TCDD for
2 years. During this time they wil l be evaluated c l in ica l ly , Aftar
six months on the diet, they wi l l be bred. Conception rate, abortions,
fetal development and neonatal development wi l l be observed. Tissue
levels of TCDO will be monitored through periodic fat biopsies. Levels •
of TCDO in mothers' mi lk w i l l be determined throughout lactation.

Attempts w i l l be made to rebreed the rhesus females that are rece iv ing
50 ppt TCDD.' If sucess fu l , the females as wel l as their o f f s p r i n g w i l l
be evaluated for abnormal i t ies . Fo l lowing four months of n u r s i n g , the
infants wi l l be weaned and evaluated psychological ly . If it is i m p o s s i b l e
to breed the animals that are receiving 50 ppt TCDD, they wi l l be removed
from the experimental diet and be given a 6 month recover period prior to
addit ional attempts at rebreeding.

In addi t ion, the 3 surv iv ing animals from the 500 ppt TCDD experiment
wi l l cont inue to be evaluated for recovery from TCDD in tox i ca t i on . In
add i t i on , the a n i m a l s on the hexach lo rod ibenzo-p -d iox in w i l l c o n t i n u e
receiving 5 ppt in their diet in order to compare the tox ico log ica l effects
of the t^o o iox ins .



C / 1 / 0 n . f • •
' I ' \ ) Li * W w I

3. ?3l;?y = r!t review j r c c e s s f a s ) . 23 a~gl 1 cab! e: ? re c ress
• • i. .11- i in. *•• ...... . i. • ....... ..« i . 1 1 . , " ' ' ' » , i i i i - - - - - . . . r - - , ~ , » , , w

competing renewal at end of project period is reviewed by DRG Initial
Review Group (Study Section), by National Advisory Environmental Health
Sciences Council, and by Extramural Program staff.

9. List of key interim project miles tones: Investigator has essential
control over progress in grant-supcortad research, with thorough scientific
and policy review at time of application for competing renewal. Thus
milestone prediction within project period is uncertain. Present project
period ends August 1982.

10. Proposed method(s) for reporting results: Grant research results
generally are disseminated througn professional conferences and by
publishings in the scientific literature. Investigator also informs
supporting institute through annual progress reports and a terminal
report at the conclusion of the grant.
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SCIENTIFIC ACTIVITY REPORT

Interagency Work Grouo en
Phenoxy Herbicides and Contaminants

1. Title of activity. Toxicology of Chlorinated Dibenzo-p-Cicxins

2. Agency responsible, Including acancy ccmco-
nent (s ) directly responsible for activity: National Institute of
Environmental Health Sciences; Extramural Program

3. Statement of objective(s): The objective is to study the chemistry and
biological actions of 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD) ' and
related compounds. Interest is in the mechanism of toxicity of these
compounds at a molecular level, and their use as a probe in understanding
gene expression. In the current funding period the goals have been:
1) to further characterize the structure-activity relationship for the
induction of aryl hydrocarbon hydroxylase (AHH) activity by other groups
of halogenated aromatic compounds; 2) to further characterize the
properties and the biology of the hepatic cytosol binding species which
appears to be the receptor or recognition site for the induction of AHH
activity; 3) to develop another sensitive assay of microsomal monooxygenasc.
activity.

4. Principal investioator(s): Poland, Alan P., M.D.

5- Rela t ionship of activity to other
work group activities;

6. Statement of scient i f ic method(s) to be used, i n c l u d i n g
(as appropriate) administrat ive proc9ss{es):

Investigator is s tudying the chemistry and biology of 2,3,7,8-tetra-
chlorodibenzo-p-dioxin (TCDD) and related halogenated aromatic compounds.
He is interested in the mechanism of toxicity of these compounds at a
molecular level , and in their us-e as probes in understanding gene expressio-
in the current funding period the goals have been 1) to demonstrate that
the toxicity of TCDD and related compounds is mediated through the induct ic :
receptor 2) to develop specific model systems to study TCDD toxicity and 3)
to further characterize and partially purify the cytosolic b ind ing protein.

7. Status as of 9/1/80;, Current Project Period 09/01/77
tnrough 01/31/81



c. ,-r i •?'•'' n ~ rsv evr :rccrS3 : es j . as • = C D 1 1 cao 1 5 : /-recess r=:cr~ s^c .T ' t i cC
•MI ^ o < r i c - *' " i - - v- i >~i"| • • ; " ": v - - .- -\ i i /- r ~ I i "• -i f <^ • ^ f ~ ~ •- f "I ,~, r, 1 - ~ , " .- - ~ ~ ^ n 7 " ̂
^_J , . , • -- w 1 _-- J * '̂ , ~. , I I «* ̂  I I J W4 I t J U ^ ' > '-< U •* J I 'W J ~ « ^ -̂ - I I U — . , . -̂ w I ' ^ - w I v- I 1 ' ^ I

c;;r.jf 3"! r,; r;-.^1. ••!"! it :rc of :roJ2Ct r e r i c d "i; rev^,. :;c :y C - 2 Ir, "! t ' t a l
r.r./-r--.v Gr^'.-'o ( S t ' j d y Sec~ icn ) , by N ' a t i c n a l Adv i so ry Env i rcr.^dntal Heal":."

9. List of kay i. riiarj_nT_proj'_5_ct_ mi_1estgnes_: Investigator has essential
control over progress in grant-supported research, with thorough sc ien t i f i c
and pol icy review at t ime of a p p l i c a t i o n for competing renewal . Thus
milestone predict ion w i t h i n project period is uncer ta in . Present project
period ends January 1981.

10. Proposed method (s ) for re porting results: Grant research results
generally are cnsseimnatsa througn professional conferences and by
suppor t ing institute through annua l progress reports and a terminal
report at the conclusion of the grant,
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Sciences Counc i l , and by Extramural Program staff .

-• Lijt of_key interim project milestcnes: Investigatcr has essential
control over progress in grant-supporcad research, wi th thorough scientif ic
and policy review at time of appl ica t ion for ccrrcetinc renewal . Thus
milestone prediction within project period is uncertain. Present project
period ends March 1SSO.

10. Proposed liiethod(s) for reporting results: Grant research results
generally are disseminated through professional conferences and by
supporting institute through annual progress reports and a terminal
report at the conclusion of the grant.
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Intsragency Work Group en
Phenoxy Herbicides and CcntanVlnants

1. Title of activity: Mschanisrn(s) cf Tcxicity of The Chlorinated ?-Dicxins

2. Agency responsible, inc lud ing agency ccmco-
nent(s) directly responsible"for activity: National Institute of .
Environmental Health Sciences; Extramural Program

3. Statement of objectivs(s): Numerous cases of poisoning of domestic
animals and man by the chlorinated dibenzo-p-dioxins have occurred over
the past two decades. In spite or the fact that we have known of the
toxicity of these compounds for this period of time, we still do not
know the biochemical or pharmacological mechanism(s) by which these
compounds exert their toxic effects. The principal 'objective of these
studies is to examine if a relation exists between the induction of an
oxido-reductase activity known as DT-diaphorase (E .G . 1.5.99} and the
toxicity of the most toxic of these chlorinated dibenzo-p-dioxins, namely,
2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD).

4. Princi pal i nvesti gatorfs) : Meal , Robert A . , Ph.D.

5. Relationshi p of activi ty to other
work group activitles:

6. Statement of sci enti fi c rnethod(s) to be used, inc lud ing
(as approprfate) administrat ive process(ss)'": ' """""

Investigator wi l l examine whether a relationship exists between the
large increase in the activity of a f l avopro te in (s ) d i sp lay ing DT-
diaphorase activity seen en exposure of rats to the representative
'chlorinated .dibenzo-p-dioxin TCDO and the toxicity of this compound.
If progress is made in understanding the biochemical mechanism(s) of
toxicity of the representative ch lo r ina ted 'd ibenzo-p -d iox in T C D D ,
investigator w i l l , at some future date, carry out studies examin ing

• whether the same biochemical r.echanism(s) account for the toxicity of
the dibenzofurans and pentachlorobiphenyls such as the 3' , 4 ' , 5 ' , 3,
4 isomer.

7. Status as of 9/1/80 : Current Project Period 04/01/77
through 03/31/30
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Date: September 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity; Synthesis of selected tetrachlorodibenzo-p-
dioxins and related compounds as analytical standards.

2• Agency responsible, including agency component(s) directly
responsible for activity; DHHS, NIH, NIEHS, LEG

3. Statement of objective(s); Synthesize 12 selected tetrachlorodi-
benzo-p-dioxinsyand related compounds with chemical purity equal
to or greater than 98% and provide unequivocal structure assignment
for each compound.

4. Principal investigator(s); Dr. J. D. McKinney
Dr. D. B. Walters

5. Relationship of activity to other Work Group activities; R & D
needs with respect to an anlytical method for 2,3,7,8-TCDD for
regulatory purposes.

6. Statement of scientific method(s) to be used, including (as
appropriate) administrative process(es):Synthetic organic
chemistry unequivocal anlytical chemical structure assignment.

7. Status as of September 1, 1980; RFP announced closing date
July 1, 1980T anticipate award in FY80.

8. Relevant review process(es), as applicable; Normal research
review channels.

9. List of key interim project milestones (nature, description and
projected dates of accomplishment) and project completion date;

10. Proposed method(s) for reporting results; Synthetic report and
analytical documentation including suff. spectral and other
characterization data for structure assignment.
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