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DEPARTMENT OF AGRICULTURE

Interagency Work Group on Phenoxy Herbicides and Contaminants

Title of Activity

Funding
FYB0 FY8l FYg2

1. TCDD Residue Monitoring ‘ 81, 200%*
in Deer (Forest Service,
Summer 1980)

2. 2,4-D Human Expoéure Study 85,000
{SEA-AR-NER-BARC-AEQI;
December 1980}

3. Participation in Study of 100,000
tlerbicides and Spontaneocus
Abortions being Conducted by
SRI International {October
1980)

* All data collection completed in FY 79, Only report preparation to
be 2one in FY 80.

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



ENVIROMMENTAL PROTECTION AGENCY

SCIENTIFIC ACTIVITY REPORT -—~ FUNDING

fnteragéncy Work Group on Phenoxy Herbicides and Contaminants

Title of Activity ing
e 1&3%4 : | Fundin
x". FYB0 FY8l FYg82 FY83
1. Biodegradation and Carbon
Adsorption of TCDD 19 X
(ORD: Completed)
2. National Water Monitoring Survey :399 K* 300K* . 300 K*
(OPTS; Ongoing) .
3. Health and Nutrition Examination 200 K* 200 K* 200 K*
Survey 11 '
(OPTS;: December 1982)
4. Microbial Dissimilation of 2,3,7.8 75 %
TCDD

{ORD; March 1981)

5. Hemlock, Mi Study 30 K*x*
(pMP; November 1980)

6. San Antonio Analyses 1.5K**
(DMP: November 1980)

7. tdHorthwest Human Milk Study 77 K**
{(DMP; Completed)

8. Oregon VWater and Sediment Study
{DMP: September 1989) 38 K**

9. Region X Deer and Elk Study 13 K**
{pMP; August 1980)

'!"t.l"



Title of Activity ' o : Funding

. ' i FY80 FYgl ryg2 FY83
10. ALSEA Phase II i
(DMp: Fall 1980) I 15 x*=
11. Wisconsin S6il Study j - :
(DMP; Completed) ; 22 X
i
12. Wisconsin Monkey Studyi 39 K**
(DMP; October 1980) l
13. Oregon Monkey Study | *
(DMP; October 1980) | 30 X
1l4. Mississippi Catfish Sthdy 19 R**
(DMP: October 1980) i
15. Louisiana Crayfish andj 46 K**
Catfish Study !
(DMP; Fall 1980) )
16. Nebraska Adipose Tissue Study 6 K**
(DMP; Completed)
17. Midland Michigan Studyz 11 K**
{bMP; September 1980)
18. Beef Fat Phase I1I : 28 K**

(DMP; September 1980)
I
* These monitoring pﬁograms analyze for 30-40 different chemical compounds, one of
which is the phenoxy herbicide 2,4,5-T :
** The DIP, Dioxin Monitoring Program, is an ongoing program within the agency.
Each of the indi‘idaul 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

Kentucky allegedly associated
with pentachlorophenal-~treated

Bioassay of Octachlorodibenzo-p-

Investigation of alleged cluster
of birth defects in families of
Teamsbters Union employees of the

Bicassay of 2,3,7,B-Tetrachloro-
dibenzo-p-dioxin for possible
carcinogenicity -- dermal study

Biocassay of 2,3,7,8-Tetrachloro-
dibenzo-p~dioxin for possible
carcinogenicity -- gavage study

1. Investigation of a leukemia
cluster in Madison County,
ammunition boxes at the Blue
Grass Army Depot
(NIOSH; July 1981)

2.
dioxin
{NIEHS; July 1985)

3. Dioxin registry
(NIOSH; June 1983)

4.

Long Island Railroad
(NIOSH; December 1980)
5.
{NCI; Completed)
6.
(NCI; Completed)
1/

Funding Dependent on Registry Results

FY80

10

75

10

120

120

Funding ($000)

FY81

10

75

125

10

FYg82

75

125

FYB3

75

125

FyYs4

75

125 1/

FY85

125 1/



Scientific Activity

10.

11,

12.

13‘

14.

FY80

Bicassay of a mixture of

1,2,3,6,7,8 and 1,2,3,7,8,9%9-~
Hexachloro-dibenzo-p-dioxins

for possible carcinogenicity --

dermal and gavage studies

{NCI; October 1980) 120

Comparative species evaluation of

chemical disposition and metabolism

of TCDF in rat, monkey and guinea

pig

{NCI/NIEHS; Completed) 48

Neurotoxicity of 2,4-D in rodents
(NIEHS: March 1981) ' 9

Studies of the chemical disposition
and metabolism of OCDD
(NIEHS; May 1981) 14

Effects of "Agent Orange" Components
on Male Fertility and Reproduction
{NTP; Completed) a5

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)*** 20

Implications of low level exposure
to dioxins :
(NIFHS; July 1982) - a9

Toxicology of Chlorinated Dibenzo-
p-dioxins
(NIEHS: January 1981) 81

Fysl

72

a0

FY82

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

- Funding ($000)

FYB83

FY84

FY85



Scientific Aartivity

15. Mechanism(s) of toxicity of the
chlorinated p~dioxins
{NIEES:; March 1983)

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

17. Dioxin
{NIEHS: September 1981}

FY80

52

100

26

FY81 -

54

100

26

Funding ($000)

FYB82

50

FY83

FY84

FY85



¢
VETERANS ADMINISTRATION

Interagency Work Group on Phenoxy Herbicides and Contaminants

Title of Activity Funding
FY80 FY81 FYg2
1. Review and Analysis of Literature $50,000 $25,000

on Phenoxy Herbicides and Dioxin
{DMS;: December 1980)

2. Epidemiology of Agent Orange in
Vietnam Veterans (DMS: October

1981}
a. Contract for Study Design 200,000 300, 000 300,000
b. Conduct of Study 3,600,000

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

4. 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: September 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

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

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

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

Principal investigator({s}): Dr. Norman Ertel, M.D., Chief MED SVC
VAMC East Orange.

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

Statement 6f scientific method(s) to be used, including (as
appropriate) administrative process(es): Gas chromatograph - mass
spectrometry being used to characterlze and measure TCDD in biopsied
fat of small group of Vietnam veterans and others. Radioim-
munoassay, celite chromatographyand High Pressure Liguid
Chromatography.

Status as of September 3, 1980: Currently investigating safety
precautions involved with bringing qi&oxin into the hospital.

Relevant review process(es), as appllcable Local human safety and
R&D commlittees peer review (merit review board)

'i&st 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




5.

6.

0.

DATE: September 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity: gffect of TCDD on Lipid Metabolism

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

Statement of objectiveis)? . gtudy acute and chronic effects of TCDD
on plfasma lipids and adepal tissue

Principal investigator(s): pewey Dunn, M.D., Assistant Chief,
Gastroenterology, VAMC Vanderbilt
Relationship of activity to other work group activities:

Toxicology Center at Vanderbilt, directed by Dr. Robert Neal

Statement of scientific method(éf to be used, including (as appropriate)

administrative process(es): rLipid chemistry, TLC, GLC, polyacryldmide
electrophoresis, ultracentrifugation <.

Status as_of 'Sgp;gmhg: 3, 1980: Paper submitted Biochemical Pharmacology
(in guinea pig) .

Relevant review process(es), as applicable: Merit Review submission
approval - _

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

1980 - 8l-complete studies in rats and rabbits
1981-82 - lipoprotein synthesis and catabolism in rat

Proposed method(s) for reporting results: gejentific publication



DATE: August 21, 1980
SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity: TCDD Assay of Human Fat

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

Statement of ocbjective(s): Evaluation of assay method for
possible research use.

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

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

Statement of scientific method(s) to be used, including (as
appropriate) administrative process(es): Gas chromatography -
mass spectrometry being used to c¢haracterize and measure

TCDD in biopsied fat of small group of Vietnam veterans

and others.

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 1f the assayist changes his assay paper.

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.

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.

Proposed method(s) for reporting results: Scientific
publication




SCIENTIFIC ACTIVITY REPORT

Interagency Wark Group on
Phenoxy Herbicidas and Contaminants

1. Title of activity: Epidemiclogy of Agent Oriange in Vietnam Veterans

2. Agency responsible, including agency comg

onent(s) diractly resoonsible
2

for activity: Veterans Administration,

epartment of Medicine and Surgery

3. Statement of objective(s): Characterization of delayed effacts of exposure

to defoliants.

4. Principal investigator{(s): Llawrence B. Hobson, M.D., Fh.D.

Relationship of activity to other work group activities:

Comparable studies

5.
by DOD (Air Force) and DHEW on other groups.

Statament of scientific method(s) to be used, including (as appropriate)

8.
administrative process{es)::- Contract epidemiclogist to design study tor

execution by VA on.VJetnam;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

L]
List of key interim project milestones (nature, description and projected
See attached

9.
dates of accomplishment) and project completion date:

10. Proposed method(s) for reporting result

*

s:

Scientific publication



. SCIENTIFIC AC"VITI RILESTONE TIMETABLE
"rojecied 0 Accomplished 8 : o

; 19n0 190! 192 1943 1454
iIe's\tom-k Har. June Sept. Dbc. Mar, June Sept. Dilc., Har. June Sept. Ddc. Mar, Jupe Sept. D
¥ : . - - A - — '
! Isswa.ce of RATP ¢
Receip of study design fror 0 X
i

epideniologist & submission

to oulside groups for revie 3l
R. Complition ol critical 4 0 X . -

revica: of design
Revision of design 0 ' X

-

'C, Har, JUnr'}:clA.

- ———

MR

*

L

7.
9.

"
72

3.

P

Receipe ofrevicuers
Connenls on design revision
final revision and
distribution to review
groups

VALD Agent Orange sub-
cormiitee activation
Selection of participating
YAC' . .
ldentification of study
subjests - ]
Contacting subjects

Initial examination of
subjects

Aanalysis of first set of
data subsequent examination
of subjects 3 analysis of
second set of data
Submission of Administrator
firs! report to Congress

ROTE:

X K=

© K

— —— Ty

——

Frojections beyond dates of initfation of alilestones are very tentative pending stu&y design acceptance

— 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

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

Agency responsible, including agency component(s) directly
regponsible Ifor activity: Veterans Administration,
Department or Medicine and Surgery, Special Assistant to
the ACMD (for Agent Orange Affairs).

Statement of QObjective(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 resclution of the issue
of Herbicide Orange's effects on human health.

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

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

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

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,

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. '




10.

List of key interim project milestones {(native, description

and projected dates of accomplishment) and project completion

date.

Activity

‘a, Selection of contractor

b. Approval by VA of
contractor's approach
to project.

¢. Submission of contractor's
first progress report.

d. Submission of cgontractor's
second progress report,

e. Submission of contractor's
third progress report,

f. Completion of Project
Reporc,

g. Submission of Project
Report to Congress.

Proposed method(s) for reporting results:

Estimated
Completion Date

be reported in the form of a monograph.

September 30, 1980

October 30, 1980
December 1980
February 1981
April 1981

July 1981
August 1981

The results will



(U
.

10.

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 c0mponent(s) directly
responsible for activity:

U.S8. Forest Service contract to SRI for $99,950

Statement of obijective(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)

administrative 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

Status as of May 30 , 1980:

Relevant review process{es), as applicable:

Reviewed by Dow, NTP, EPA, CDC

List of key interim project 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 !

Proposed method({s) for reporting results:

Report to USFS



Title of Activity: Interagency Work Group _ Date: August 26, 1980
Phenoxy Herbicides & Contaminants

SCIENTIFIC ACTIVITY MILESTONE TIMETAELE J

Projected O Accomplished @

1980 1981 . le82 1983
Milestones Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec Mar Jun Sep Dec
Initiation »
Maill ques-
tionnaires .
Validation ™
Final

Report - ' o




10‘

Date: August 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herhicides and Contaminants

Title of activity:

TCDD Residue Monitoring

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

USDA - Forest Service
Statement of objective(s):

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

Principal investigator(s):
Dr. Hugh Black

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)
adminigtrative processies):

Mass spectrometer

Status as of August , 1980:

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

Relevant review process{es), as applicable:

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

April 30, 1980 - Analytical data available
Summer 1980 - Final report available

Proposed method{(s) for reporting results:

USDA - Forest Service Report



Title of Activity: Interagency Work Group Date:
Phenoxy Herbicides & Contaminants
TCDD Residue Monitoring in Deer August. 1980
SCIENTIFIC ACTIVITY MILESTOME TIMETABLE
Projected O Accomplished @
1930 198] i9g2 1983
tHilestones Mar Jun Sep Dec  Mar Jun Sep Dec HMar Jun Sep Dec Mar Jun Sep Lec
* .Area Treated 9|

First Samples Analyzed @
Second Samples Analyzed - ®
Report Prepared 1))

- — s ——




10.

Date:_ Aygqust 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:

2,4-D Human Exposure Study

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

USDA-SEA-AR-NER-BARC-AEQI-Pesticide Degradation Laboratory

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 Amerjcan agriculture

Principal investigator(s):
P. €. Kearney

Relationship of activity to other Work Group activities:

Statement of scientific method(s) to be used, including (as appropriate)

administrative processles):

Status as of Auqust , 1980:

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

Relevant review process(es), as applicable:

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

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

Completion Date: December 1, 1980

Proposed method{s) for reporting results:

Report to National Pesticide Impact Assessment Program - Dr. S. N,
Fertig, Building 1070, BARC-E, Beltsville, Maryland 20705




Title of Activity: Interagency Work Group  Date:
Phenoxy Herbicides & Contaminants

: 2,4-D Human Exposure Study August 1980

SCIENTIFIC ACTIVITY MITESTONE TIMETABLE

Trojected O Accorplished @

1

] 1980 1981 1982 1983
[ lilestones Mar Jun Sep Pec  Mar Jun Sen Dec Mar Jun Sep Dec Mar Jun Sep Dec
Sample Collection - Washington ®
Sample Collection - N. Dak. *
2,4-D Analyses Corpleted 0o
Prel iminary Report 0

Final Report , Q




Date: Auggét 1, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:

National Water Monitoring Survev

Agency responsible, including agency comnonents
directly respongible for activity:

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

Survey

Statement of objgctive(s):

Bnalyze for various pesticides (including 2,4,5-T and silvex)
in water and sediment of streams and rivgrs throughout the U.S.

Principal investigator(s):

F.W. Xutz, Branch Chief within Survev and Analysis Division/EPA
Toxicant Analysis Center, Bay St. Louis, Miss.

Relationship of activity to other work group activities:

Assist in determining extent and magnitude of problem in
the envircnment

Statement of sclentific method(s) to be used, including
(as appropriate) administrative process(es):

rean ester derivatives of samples with electron
- capture GC° o :

2. If positive, re-extract, make a second ester and analyse
3. If positive, confirm using Halls detector

4, If2>50ppt, use GC/M5 for confirmation

£



10.

Status as of August 1, 1980:

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

Relevant review process{es), as applicable:

Internal review

List of key interim oroject milestones (nature, description
and proijected dates of accomplishment) and project
completion date:

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

Proposed method (s) for reporting results:

Results are entered into the STORZT data base maintained by
the Agency and availabhle to users both inside and cuiside
of the government. ¢



Date: August 1, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:

Health and Nutrition Examination Survey II (HANES II)

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 '

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

Principal investigator(s)

F.W. RKutz, Branch Chief within Survey and Analysis Diviéion/
Analyvses by Texas Tech and Univ. of TIowa

Relationship of activity to other work group activities:

Assist in determination of extent and magnitude of vroblem
in humans

Statement of scientific method(s) to be used, including
{as appropriate) administrative process(es):

Shafik, T.M., et al. "Multirle 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 :

Status as of August 1 , 1980:

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



10.

Relevant review process{es), as applicable:

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

List of key interim project milestones (nature, description
and proiected dates of accomplishment) and project
completicn dakz:

Complete analysis of urine samples - December 'S80
Edit and transfer to computer--Summer '81
Complete this portion of HANES II report--December '82

Proposed method(s) for reporting results:

Periodic publication in the literature, as well as final
HANES 1I report.



10.

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.

List of key interim project milestones (nature, description
and projected dates of accomplishment) and project
completicon dake:

Complete analysis of urine samples - December 'S80
Edit and transfer to computer--Summer ‘81
Complete this portion of HANES II report—--December '82

Proposed method{s) for reporting rasults:

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



5.

10.

1980

T

“ : - Date: ooy 3
e S . - c Aagust-d.

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

¥

Title of activity:
Midland Michigan Study

Agency responsible, including agency components -
directly responsible for activity:

EmmjnnmdguumﬁxomimgE&ognmn (0MP) and Region V
Statement of obijective(s)
Analysig}of effluent from Dow Chemical in Tittawabasseeé River fish

y
Principal inveéstigator(s)
A.Ilmvy (EPR), R. mmﬂess (EPA)

—

Relationship of act1v;ty to other work group acthltles-
Potential source of TCDD in food supply

Statement of scientific method(s) to be used, including
‘(as appropriate) administrative process(es):

High resolution gas chromatography/mass spectrometry
Auqust ; 1980:

Status as of

ImuualsuKW'mmmﬂet; . s
Ad&njxmal samples being analyzed -

Relevant review process(es), as applicable.

AgenqyllE’IEVnavpanel

List of kev interim project milestones (nature, description
and projected dates of accompllshment) and project

completion date:
Camplete In Sept.

Proposed mEthbﬁﬂﬁl for reporting results:

qunm‘u{agﬁonjc_

o —————— -
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10.

SCIENTIFIC ACTIVITY REPORT

Intéragency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:
Iouisiana Crayfish and Catfish Study

Agency responsible, including agency componénts
directly responsible for activity:

)
EPA/Dioxin Monitoring Program (DMP) and the Suvwarandlhﬁﬂysislhmnsion
Statement of objective(s)
m:dbumnun.tfnatn&acaﬁpshamﬂumﬁwiimmanecxmuamnaﬁaimath'nﬁx)resuhms

Princ igal invést;gator(s)
A. Dupuy (ERAJ M. Gross (U of Neb), T, Tiernan (Wright State U)

- - amen il me e EL IR

Relations h:p of activity to other work group actlvzties-
Possible sougce of TCDD in food supply = . .

d

Statement of scientific method(s) to be used, including

(as appropriate} adminlstrative process(es):

High resolution gas chramatography/mass spectrometry

Status as of _august , 1980:
Complete

I

Relevant review process(es), as applicabler

Agency DMP review panel

"List of key interim project milestones (nature, description

and projected dates of accomplishmwment}) and project
completion date:
Review on Aug 22

Proposed method(s) for reporting results:

Final report .
Scientific publication



2,

10.

Date: August.L 1980

. SCTENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:
Nebraska Adipose Tissue Study

Agenay responsible, including agency components
directly responsible for activity:

Veanmnsﬁdmhﬁstnﬁﬁon,ERAHﬁaxh:Mmﬁxprﬁm;Rnxgam-ﬂrm)

" Statement of objectlve(s)

TO assist the VA in the analysis of adipose tissue for‘Vietnam veterans and
sﬁnmsﬁﬁaperamumﬁ for the presence of T™CDD .

Principal 1nvestlgator(s)
M. Bross (U of Neb), A. Dupuy (EPA), R. Harless (EPA).

Relationsb_p of activity to other work group act1v1tles
Bealth effects in veterans correlated to exposure and residues

Statement of scientific méthod(s) to be used, including
{as appropriate) administrative process(es}):

High resolution- schnmaﬂgraﬁyrmms cmxmeuay
Statgs ags of ggmst ({ ope

Study complete
Sane gmqﬂesteum;re«aﬂx&ﬂmd

/

Relevant review process(es), as applicable:
Reviewed by 'DMP panelin April
Reviewed by Interagency Science Panel

. List of ey interim project milestones (naﬁure; description

and projected dates of accomplishment) and project
completion date:
None

Proposed method (s) for reporting results:
T Final report
Scientific publication




10.

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:

Misgissippi Catfish Study

BAgency reswonsible, including agency components
directly responsible for activity:

Emwmﬂmﬁnntmﬂxmhxgpnxnam (DMP)
Statement of obijective(s)

To detepmine if native amdcxmmﬁmzcalhgnumagedcxnﬁish.acmxmﬂate
residies Qf:!4 5-T contaminat TCDD.

Principa] 1nvéstlgator(s}
D.lpuy (EPA) , Tienan (erght State U) . R. Harless (EPA)

Relationship of activity to other work group activities:
Possible sources of TCOD in human food supply '

Statement of scientific method(s) to be used includlng
(as appropriate} administrative process{es):

High resolution gas chromatography/mass spectroscopy
Status as of August , 1980:

In queue

» .
Relevant review process(es), as gpplicéble:
Agency DMP review panel

List of key interim project milestones (nature, description

" and projected dates of accomplishment) and project

completion date:

Camplete extraction: Sept . .
Camplete analyese: Oct

‘Proposed method(s) for reporting results:

Final report
Scientific publication



Date: ‘mgnst‘l E 1989 ‘

. SCIENTIFIC ACTIVITY REPORT . . .

Interagency Werk Group on
Phenoxy Herbicides and Contaminants

1. Title of activity:
Oregon Monkay Stwdy

2. 2agency resvonsgible, including agency components
directly responsible for activity:
; 4
EPA/Dioxin Monitoring Program (DMP)
3. Statement of objective(s)

To analyge for the fate and distribution of TCDD in offsnring and mothers
oftmmﬂwysea@nsed to TCDD,

4. Principal 1nvestlgator(s)
W. McNulty (Ore. State Univ), m. Gross (U of Neb), and R. Harless (EPA)

5. Relationshlp of activxty to other work group activxtiés.
Pharmacohynamics of TCOD in primates

6. Statement of scientific méthod(s) to be used, including
- “{as appropriate) administrative process({es}:

High resolution gas chramatography/fmass spectroscopy
7. Status as of August ., 1980:

Samples being extractdd

M ¢
“8. Relevant review process(es), as applicéble:

Agency DMP review panel

- 98, . List of key interim project milestones (nature, description
©  and projected dates of accomplishment) and project
completion date:

Conplete analyses: Sept
Complete review: Oct
10. Proposed method(s) for reporting results:

Final report
Scientific publication




-'-;‘;ifrﬂf_n T Date: _ ., U0t 1980 -

. SCIENTIFIC ACTIVITY REPORT

Intéragency Work Group on
Phenoxy Herbicides and Contaminants

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

Emvhumdgbkmdundpgfmq;mm {DMP)

Mmﬂxoqgkm:&meeuﬂcﬁstn&mtﬂx:offuxn in chronically exposed monkeys

J. Alden (U of Wisc), A. mpuy(EPA), R. Harless (EPR), M. Gross {U of Neb)

Relationshin of dCthltY to other work group act1v1t1e¢-
FhanmunhmumﬂcscﬁfiﬂDD:hxprumﬂzs

Statement of scientific method{s)} to be used, including

" {as appropriate} administrative process(es):

High resolution gas chramatography/mass spectroscopy
Status as of  anquor . 1980:

quﬂes1xﬂJEChxiamﬁEBimgtaﬁzzctad’

Relevant review process(es), as applicable:

" List of key interim project milestones (naﬁuré, degecription

and projected dates of accomplishment) and project

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

1. Title of activity:
Wisconsin Monkey Study
2.
3. Statement of objective(s)
4, Principal investigator(s)
5'
6.
7.
T
Agneyc IMP review panel
) 9-
completion date:
10.

.Proposed method(s) for reporting results:

Final report
Scientific publication



10.

Dafe_-: ' m;.} " 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:
Wisconsin Soil Study

Agency responsible, including agency components
directly recsponsible for activity:

1 .
EPA/Dicxkin Moniroting Program (DMP) and Hazard Evaluation Division
Statement of objective(s)

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

F-3
Principal investigator{s)

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

Relationship of activity to other work group activities:
Tangential--response to citizen complaint '

Statement of scientific method(s) to be used, including

‘(as appropriate} administrative process(es):-

High resolution gas chrematography/mass spectroscopy
Status as of August , 1980: '

Conplete ¢
Relevant review process{es), as ggglicéblef

Agency DMP review panel camplete

"List of key interim proiject milestones {(nature, description

and projected dates of accomplishment) and project
completion date: ‘

Camplete b,

Prdposed method(s) for reporting results:

Rinal report to EPA

—— e -



5.

cB-.

10.

. SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

L}

Title of activity:

Alsea Area Phase II

Agency responsible, including agency components
directly respensible for actiwvity:

EPA/Dicxin Monitoring Program (DMP) and Hazard Evaluation Division
Statement of obhijective(s) ‘
Exmibhggnntaﬁmatﬁm1ofvﬁmarsxmmcaswiﬂnTCﬂD

Principal iné;stigator(s)
M. gross (U of Nb}, T. Teirnan (Wright State}, R. Harless (EPA)

e —— . —— by mrme = e s Ltms S ek g ———

Relationship of activity to other work group activities:

Possible damestic expsoure to TCDD

Statement of scientific méthod(s) to he used, including
‘(as appropriate) administrative processg(es}:

Hi ltuatien chroma s AMASS Spectro '
Stati ap a2 Maguat tooreRiy/mass spectroscopy

Samples awaiting analysis

]

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:

Camplete analyses in Sept. : . ?

Proposed methovd (s) for reporting results:

Final report




Date: At a "

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:

EHVDﬁxdnlwxﬁ&nrﬁm;annam (bMP} and Region X
3. Statement of objective(s)

To determine if deer and elk that range in forested areas where 2,4,5-T is
used.minmmlate'nﬂx}ln ﬂbah:tﬁssues

4, Pr1nc1pal invastigator(s)
' . Dupuy (EPA) : T. Tieman (Wright Stat:e U), R. Harless (FEPA)

—— e ma e rm e P e mn  m— —

5. Relationship of activity to other vork q:oqp activitmES:
Evidence of tcdd in the enviromment -

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

High resoltuation gas chramatography/mass spectroscopy
7. Status ac 0f aumgt . 1980: '

Nearing completion

L]

*8, Relevant review process{eg), as applicable"

Agency DMP review panel

-9; List of key interim project milestones (nature; description

" and projected dates of accompllshmentf_an&'project
completion date:

DMP review panel on Aug 22

10. Praposed method(s) for reporting results:

Final
Scientific publication

1980.



. 2. Agency responsible,

i Date. Ammmm Y -1990-_

SCIENTIFIC ACTIVITY REPORT

Intéragency Work Group on
Phenoxy Herbicides and Contaminants

1. Title of activity:
Oregon Water and Sediment Study

including agency components
directly responsible for activaty: .

¢
EPA/Dionin Monitoring Program (DMP) amﬂlﬁmaniEuiumtumzDnnsnml
3. Statement of obijective(s)

To deummun.lf.mnn%ms wauax;used for drinking in forested areas of Oregen

4, ﬁ?q%%fﬁgfmanvéstlgatOL(s)
Aubty Dupuy (EPA), M. Gross (U of Neb), and R Harless (EPA)

- R i e——

i - 3 ————t . =y i

Relationship of activity to other work group activities:

Possible domestic source of exposure to TCDD

5.

6. Statement of scientific method(s) to be used, including
{as appropriate) administratlive process{es):

Hh$1resohﬂu£m.§gs ﬁm?mfgadggxxxcmxgy

7. “Statius as

Study camplete _ ,

. _‘Review complete . .
- ‘8, Rgievant review process(es), as applicables

Agency DMP review panel _
9. 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 nublication



1.

3.

Date: Auqust 1

'SCIENTTFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

Title of activity:

Northwest Human Milk Study

Agency responsible, including agency components
directly vesponsible for activity:

/ N .
EPA headquarters/Dicxin Monioting Program (DMP) Regions IX and X
Statement of objective(s) .

Determlnataon of TCDD residues in juamn milk samples from residents
in ﬁmmﬁtedauxms of NW .

Principal 1nvestlvator(s)
mixyllmuy(EmM, Mnﬂwel<nnss (U of Neb), Bob Harless ﬂﬂmﬂﬂm)

10.

. Evidence of Human exposure to-TCDD

Relationship of activity to other work group activities:

Statement of scientific method(s) to be used, including
{as appropriate) administrative process(es):

High resolution gas chrumatography/mass spectroscopy
Status as of  mugpet , 1980: '

|

quﬂeuﬂ

Relevant review process{es), as applicable:
Agency DMP Réview Panel Dec., 1979

. List ¢6f key interim project milestones (nature, description

- — R A g e e e i ——— et ———— — -——

and projected dates of accomplishment) and project
completion date:

. NA ‘ - »

Proposed method({s) for reporting results:

Preparing for publication in scientific journal

1980



-

'_ bdte: h@mgtilt - Z‘JlQﬁO”'

.,

SCIENTIFPIC ACTIVITY REPORT

Intéragency YWork Group on
Phenoxy Herbicides and Contaminants

L. Title of activity: San Antonio Analyses
2. Agency responsible, including agency components
: directly responsible for activity: EPA
! Dioxin Moniotring Program
BN Region VI
3. Statement of objectivel(s) '
To dete:mdée.if TCDD residues are present in soil and garden vegetables
' . ,
4, Principal inveéstigator(s) )
M. Gross (Univ of Nebraska); t. Tiernan (Wright State U)
5, Relationchip of activity to other work group activities:
. - "
cee = emiiee. . Tengential i
6. Statement of scientific method(s) to be used, including
: ‘(as appropriate) administrative process(es):
High resolution Gas chramoatography/Mass spectroscopy
7. Status as of August , 1980: )
. _
, In Progress ,
‘8, Relevant review process(es), as applicable:
DMP chemists and coordinator _
9, List of key interim project milestones (nature, description
©  and projected dates of accomplishment)} and project
complietion date:
Completion date New., 1980
: . .~ .
10.

Proposed method(s) for reporting resuylts:

Report to Region VI



10,

Date: ‘Buqust 1, 1980

SCIENTIFIC ACTIVITY REPORT

) Interagedéy Work Gfoup on
Phenoxy Herbicides and Contaminants

Title of activity: pemjock Mi Study

Agency resnonsible, incluvding agency components
gairectly rasponsible for activity:
i : EFA

P
Statement of objective(s): Region V

To assist Région V in enforcement actions by.mvﬂyzing fish and sadumaﬁ:to
indicate @Jx)canumdmmunn

Principal invéstlc;ator(S): M. Gross {U: Nev.) B. Harless (EPA)

Relationchin of actzvxty to other work qroup act1v1tles

Tangential

Statement of scientific method(s) to be used, including
{as appropriate) administrative process(es):

HR GC/MS
Status as of August . 1980:

L 4
4

Relevant review process{es}), as applicéble:

List of key interim project milestones (nature, description
and projected dates of accomplishment) and prOJect

completion date: N ber 1980

Proposed method(s) for reporting results:

Report to Region V



S+ . pates _go i 1980

. SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants
L

Title of activity:

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

Agency responsible, including agency components
directly responsible for activity:

=
EPA/Office of Research and Development/Industrial Envirommental Research

" Statement of obijective(s) Lab~-Cinn., Chio

Eqﬂnme:&msﬂﬂjzBuﬂcgmmﬂ.deumufmmﬂncm.guxxﬂnre‘&x:TCHD

Pr1nc1pal investlgator(s}

g

10.

« Chakrabary (U of ILL Mad School, Chlcago},‘M. Salkmoj K-slonen (U of
; Finland, Belsinki) - ———n

Relationship of activity to other work group activities:

Clean-up and disposal

Statement of scientific method(s) to be used, including

“{as -appropriate} administrative process{es)-:

Isolation of dechlorination gene from soil bacteria and subsecpent incorporatior
s ta{1__.rl11 s glasnf.a of a bacter:.mu' w%%;.s then incorporated onto a filter.

Evidence of bacterial mMetsio] ism of TCDD obtained.

Relevant review process(es), as applicable:
Internal review :

. List of key interim proiject milestones (naﬁure; description

and projected dates of accomplishment) and project
completion date:

Periodic interal reports--Final repart due in 8 months

Proposed method(s) for reporting results:

ERA;mbLuxﬁunns

PRt e e et Lt e . LAy




Dater _pucueiy o 19807

SCIENTIFIC ACTIVITY REPORT .
Intéragency Work Group on

Phenoxy Herbicides and Contaminants

Title of activity:
Beef Fat Phase IT

Agency responsible, including agency components
directly responsible for activity:
/

EPA/Dioxin Monitoring Program (DMP)
Statement of obijective(s)

To dterm&ne if cattle grazing on rangeland treated with ,2,4,5-T accumilated
TCOD res1dues in their fat.

Principal 1nvest1gator(s) , .

A. Dupuy (EPA), T. T:Le.man (Wr:.ght State U) ' R. Harless (EPA)

10,

Relationship of activity to other work_group activities:
Possible source of TCDD in food supply

L]

Statement of scientific method(s) to be used, including
"{as appropriate) administrative process(es):

High resolution gas chrematography/mass spectrometry
Status as of August , 1980:

Inituﬂ.amﬂqsistxmmﬂbhet:mfﬁmataqgamahﬁns scheduled for Sept

¥
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:

Campletion scheduled for Sept.

' Proposed methwd(s) for reporting results:

Final report
Scientific publication



-~

_ SCIENTIFIC ACTIVITY REPORT

7,‘.._,_,.-,,-..,..'. '-;"F“:" e s

el vl =T L

Fhencxy Harhic i¢ss and Conzzminanc

Ti%le of activity:

Tnvestigation of a leukemia clustar in Madison County, Ksntucky
Alleoediy Associated with Pentachlcrophenol treated Ammunition Soxes
at the Blue Grass Army Dapot

Acency responsible, including agency comocnent(s) directly
rasponsibie 7Tor activity:

National Institute for Occupational Safaty and Health {NIQSH)
Division of Surveillance, Hazard Evaluations and Field Studies (OSHEFS)

Industry-wide Studies Branch (IWSB)

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
Teukemia. If an excess risk is demonstrated, close examination of depot
work histories will be conducted in an attempt to establish an etjology

.such as that alieged with pentachlorophenol which has been used to treat

armunition boxes at the- depot.

Principal jnvestigator(s):

Patricia A, Honchar, M.S., Ph.D.
Witliam €. Halperin, M.0., M.P.H.

Joe Skaggs, D.V.M., M.P.H.

Kentucky Department of Human Resources

ReTationship of activity to other work group activities:

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

Statement of scientific method{s) to be used, including (as anproor1ate)
admipnistrative processf_s)

A case-conirol ep1dem1o1og1c methodo1ogy is being utilized. A1l adult
Teukemia cases residing in Madison County, Kentucky are being located,
along with appropriate controls. Ascertainment of any past work h1st0ry
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 evaluatiaon of work histories will
be conducted to isolate risk factors, if possible.

Status as of Seotember, 19RO

Case finding is.in progress
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7‘

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

Develecp protocol for case~control study
November, 1979: Ccmplated

Begin case and control finding
December, 1379: Completed

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

Receive information back from the depot
January 1981: Projected
Complete data analysis

June 1291: Projected

Final report
July 1981: Projected

Prooosad method(s) for raporting results:

Results will be reported to Kentucky Health Department, 8lue Grass Army

Depot, and interagency Work Group.

IT positive, results will be sutmitted

Tor publication.
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intarzcency Work Grocp en
Phencxy ¢ Berbicides and Contaminants
Title of activitf:
igassay of Octachlorodibenzo-p-dioxin
Acency reseersible, includine acenay corpe-
nent(s) directly resoensible for activity: NIEHS-NIH-DHEW

Statement of c¢hiesctive(s):
To evaluate the carcinogenic potential of ectachlorodibenzo-p-dioxir

Princival investicstor{s):
E.E. McConnell’

Relaticnship of activiity to other :
worx group activities: Suructurqlly similar compounds have been.
studied in Environmental Biology Branch.

Statement of scientific methed{s) to
e used, incleding (2s zoDromriats)

administrative Dr“CE“5(°5) Acute, subacute and chronic bicassay.

Status as of September 1 ,1980: Literature szarch completed
5/13/80

elevant review process{es), as |
gpolicable: yiq) be reviewed by experimental design group.of NCI.

List of key interinm vrodizct milestones
{netura, cescrivticn and projected cates

of accerplisnment) and crolect comole-
tion cete:r See attached milestone timetable.

Proesed oethes(s) for reoorting rssulis:

NCl Technical Report
Possibly scientific journal depending an resylts.

r
{D
y
l..-l
[{{]
v
n
D
{
[44]
it
[
1§}
D
O
R
fu
{is
L
153
o
[(F}
W
r
i
gt
[
[N Y
i
0
"
(1]
W
3
i
0
14
’4.
n
b §
iy
il



0 aldog auag avii -3{g 103§ auApr ded T

A 12113}

@ -1dag adnp “awgy] "Dyl *1das dunp Cawyd “olg “ydag sunp Cdy T3

s b= Be o —

(1] 2laL : U

SILUSIY j0 vbyiedy plu.i

SUpISPY o
uopjeiaadadyu] pue spsdjvuy

Apanig dput gy
AP35 Dpun npgng
Apnyg asog pageday
Yy wanoy

paEny 120103

dnoayy by
pejuadgaadg j Ay royang

ulysig) jeguawg 1aikg

WD oo ey

4 3dag ounp tavy

ubl

0861 ‘12 uddey

FaTedsag aed
BIg-1HH-SHILIN

. —_——
LM grrriet M7

-

TIVIOHIL 018310 ALTALLOV Ji41IN31IS

$juUTUWRILO] pue sap;glqdau_fzpuaqd

dnoag yiop Aousfivzaju]

*

g pausiidwoddy o paydaiend

U XO | p-d-DLUD | POAOLYIF Y o ju Avssvogy

:.([;i_l-i'lu -jll EINIE

LTLITED] ]




Sepieaber T, TH8y

g me sy .
CIENTLIF.D 270 . 7Y Sas =]

Interacency Wwork Grgus 2n
Fheroxy Hersicides znd (snt

Title of activity:

Diagin Registry

Acency ressonsible, including acency ccmoonent(s) directiv resoonsible
Tor activity:

Natfona] Institute for Occupational Safety and Health (NIQSH)
Bivision of Surveillance, Hazard Evaluations and rField Studies (DSHEFS)
Industry-wide Studies Branch (IWSB) :

Statement of objective(s):

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 regisiry 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 i¥ the cchorts can be
utilized for studies of morbidity and reproductive outcome. .

Principal investigqator(s):

Patricia A. Honchar, M.S5., Ph.D.
Willijam E. Halperin, M.D., M.P.H.

Relationship of activity to other work group activities:

This study will contribute information about the long term human health
‘effects of exposure to 2,4,3-T and 1ts contaminant TCDO.

Statement of scientific method(s) to be used, including (as anoropriate)
administrative procass{es):

For the initial retrospective cohort mortality study, workers will be
traced historically 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 centrols, state
and national rates. Degrees of exposure by number of ysars expcsed and
industrial process will he taken into account. Registrants will be .
followed prospectively and reviewed with additional mortality studies in

the future,

Status as of sentember .}, 1980

Discussions with industries and colléction of cohorts in progress,
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AR SYANRT reYisW Dreg3Es 3s

e ...n“--:--.-u-_\.- { o, e

List of «ay interim 2r3j3ct atasstongs (n2to

gatas Or acccmbiisnment) and aroject no]e.1on cate:

1. Identify and initially contact all 2.4,3-T svynthesizers
Qctocer, 1979: Compietad

2

2. Cemnlate collection of 211 industry records and relevant exposure dat
February, 1S81: rrojected .

3. Beqin coding demographic data
Marcn, 1980: Completed

4. Begin determination of vita] status
October 1980: PrOJected

5. Finalize coding protocal for waork and exposure histories, beqin coding

and merge with demographic data
June, 1981: Projected

6. Complete detarmination of vital status
February, 1983: Projected

7. Complete analysis of mortality rates
Aprit, 1983: ProJected

8. Final resort of initial registry-wide retrospective cohart mortal1,j
June, 1983 Projected |

Proposed method(s) far reoorting resulis:

Interim and final results will be submitted for publication:
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SATDym ST A g amae . - - vy -
SCIENTI=TC A0TTVITY REPOR

R
IrC LonTITTEn s

-t 4 - LI . :
oo 2T o Sctivity:

icn of .all ATTegaH luster of 3irth Jefacts in ranilies of

Tnvestigat

Teamsters Union Empiovess of the Long Island Railroad
Acsncy rzsoensi®le, including 2cency cemsonent{s) directily
resnensinis Tor acTivity:

National Instituta for Cccupaticnal Savety and H
Oivision of Survaillanca, Hazard Evaluations and
Industrv-wide Studies Branch (IWSB)

Tth (NIOSH)
iald Studias {QSHEFS)

23
F

Statament of objective(s):

In response to a request for a Health Hazard Evaluation by Teamsters
Local 308, this preliminary epidemiclogic 1nvestigation is aimed at
confirnirg cases and determining whether the rata of birth detects in

families of Teamstars who are employed by the LI?R exc eds the expectad
rate. [f an excass is found, a Turther study may be initiatad to
investigata 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.

Principal investigator(s):

Fatricia A. Honchar, M.S., Ph.D.
William £. Halperin, M.D., M.P.H,

Relationsniv of activity to other werk groun activities:

The Teamstars allege that an excass of birth defects 1s related to
axposure to 2,4,2-T.

Statement of scientific method(s) to be usad including (as aporepriate)

- LA LS

administrative process(es):

A list of live births among the Teamsters' families for the period 1875-1979
has besn assembled. Insurance claims files for these individuals will be
reviewed and rate(s) of birth defacts calculated. Ths rata(s) will be
cemparad to expectad rates as compiled by the CCC Congenital Malformations
Survaillance Systam,

Status as of Suptcmber 1980:

The Teamstars Loc=] is ragotiating the retrisval of thas nszded insurance
ciaims files Trem their insurancs cempany.

Aalevant ravisw processi{es)}, as avolicable:

In-hcuste review as a NILSH Health Ha4ard cvaluation
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LT L oomoTootern o ntarTroar raniuce, InisctiIiiIc e

Testzotas T:TIT ST :TOIMDIIIATEATI 202 Trol#lI GILMDISTINN T3S

T, SezTimdesey mnazdenr with tha Taeimzcars Loczioand LISE oo rarzztesizs
- - - ¥ on - - e - Y MM mm o= m e o P
tha workforcz, 230 about axoosures, 2and 2X3i16r2 racIris SystEls
yaiiziiz e ozmucy
H - =g - P
January and Februzry, 1580: Compleied

2. Asssznble a list of live births
February, 1%3G: Ccmpleted

3. Obtain insuriance claims files 7ar live births
May 1980: Completed

ratss
May, 198Q0: Completed

5. Compare with expected ratas
October 1980: Projected

6. Final report
December 1980: Projected

Prooosed mathod(s) for reoorting results:

Results in manuscript form will be presented to the Tzamsters, LIRR, and
the Interagency Work Group
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Interagency Hork Group
Phenoxy Nerhicides and Contaminants
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tom 1902 1983

- 3904 1985
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Titls of activisyr 8iazzsay aF 2,3,7,3-Tarachlaraditenns-a-diaxin far

Passizle fCarsinccanicity (Carmal Study),

2cency resoensibla, including zcencs corme-

nent(s) diracrly vesmensitle Zor aczivicoyr Yational Jencar fnstitusa/Matic
Toxicology Precgram; “arciroganasis Testing Program; Prime fontraciar, Tracs

Jitco

Statement of cbiectiva(s): 7o daotarnine thae carcingsenicity of “atracaler: f
didenzo-p-adioxin acainiszared tg ajcs Sy Jarmal azplicasian,

Respensidle investicator(s);- Dr, William V. Hariwell, Naticrnal Cancer

instituta
Relaticnshio of ac‘-*v:.tv ko Obher
WAk croum activities: Zairt o*' a sariss of c‘ﬂor'\-pa*a dioxins selactad o
tasting afizr taeratogenic effacis were relatad to the 2,3,7.8«isomer.
Stzhemant of sclentific meshed(s) &2 .
te usad, including (2s srorosriziz) i
acninistrative Drocess{es)y Cermal appiication of acatone sussensions o ¢
Hebstar ‘lice through 1ifzlime of tast znizal under szzndard bicassay condi- =
Status as of Sentembar 1 , 198 %

Relevant rsvizw orocsssies), as

arolicshlzs: in-house dzta avaluation “arch 27, 1330, Sudbnission for pear :
reviaw by ccmmitize to Se rzcemmended Dy Scisntific “dvisary Rcard May 1, -

D & LA : L : L
List ©f kav inbtarim orodzct milestones
- . P | - [P | ~
(narure, doscor ThoErd oroTaect=d cates

eyt
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Interacengy vork GrIup ¢n

o e
D,
- — LN SR . - -u-.b—--q-:_:-.__
Frencxy Zarbicides and Contaminancs

Titla of getivityr Zicassay of 2,3.?,3-T£trach73rcdfts"::-:—d::x:: far

sassiole Carcincgenicity (Savage Study)., (7C00-davage)

Acencv s:c.s;:;e, includire ascangy oormo—

nentfs} dirmcoiy r=soensible for actmivity: Yatisnal Cancar Instiiyts/
ram; 2rine

Maticnal Texicology Program; Carcinagenasis Tasting Frag
Contractor, Tracor Jitco :

Statement of cbiective(s): To datarmine the carcinctanicity of tatrachlo:
didenzo-p-dioxin administ2red 5y gavace o rats and mica.

Pescensible investigator(s): Dr. William Y. Hartwell, Natignal fancar
Instjtuts

Relaticnshin of achivity to other

isenzo-dioxins selecta

WwOrE Qroun activitias: Part of 4 sarigs of chloradis

for testing aiter teratogenic effects were relatzd ta the 2,3,7,8-isomer.
tatorent of scientific methtdls) o

ba vsed, includirg (as azo riaca}

acninistracive nrocessi{es)s Administared by zavace o Oshboma andsl rais

30C3FT mice tarsugnout Jifetime studiss undsr stzndard bicassay canditions

Statug as ©f Sepremper | ,1280 ¢

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

Selevant ravisaw Drocesg(es),
azolicahle:r [n-hoyse data eva]uauion March 27, 1330; surmission 7or ceer

ammitize to be recommended by Scisntific Advisory 3card Yay 1, 1530

L4

Lish ¢f ey inkterim “ro jact milegtores
(n&tor2, cdescrinticn and prjectsd cates

of eceormlishnent) and orotect corole—
b T2

-

- --
ucn ca : [
lons
- o b 5 = - : S . : .
Prozesed mefthed(g) Jor renorting rEeulis: farcincearzsis Tretnical taram-
-
= Ploasce wolonm w2 AS etk sl TLLACD 15 massads
F.228e ratyze Qr add sheab(s) LI more z2zaca is maedad,
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Intsracency work Grzur ¢n
Phercxy Herbicides and Contaminants

-

Title of activityy gisassay oFf 2 Mixture of 1,2,2,6,7,8 and 1,2,3,7,8,3-
Hexachloro~-dibenzo-p-dioxins for Po0ssible Carcinogenicisy (Jer—al 3S:tudy)
Acencey resoensible, including scency oomee—
rent(s) directlvy resoensible for aciivity: Naticnal Cancer Instituta/
WaTTonar .oxi1cology ¥rogram; ~rime Comiracior, Tracor Jitco
Skaterant of cb“nrt}vO(q) To detarmine the carcinosenicity of a mixture
,¢,3,5,7,8 ang 1,2,3,7,8,9-4exachloro-p~dioxins administered to mice 4y
dermal appTication.
Responsible investigator{s): Dr, William V, Hartwell, Mational fancer
Institute
Relaticnship of activity to othe
worX qroup activities: 9ne of a series of chloro-oara= d10x1ns salectad §0
testing avter teratogenic efTacts were relatad to the 2,3,7,8-iscmer.
tzterant of scientific method(s) to
te used, including (2s scoroorizates)
adninistracive orocess(es): [ermal application of acﬂuonm suspensions "¢o
swiss-lepsier mica tarougnout lifstime of test animals undar standard Sioz
cendi tions.
tatus as of September | ,198 9
Technical report projected November 1980,
Relevant review orocess(es), as
gpolicablar Reviewed and approved hy the 6] earinghouse on Epvircnmental
Carcinogens February 15, 19387.
List of kev interim prolect milestones
{na“uh“, degerintion and projected catss,
of zccorplisament] and oroject comle—
td “&ta:
Droresad methed(s) for renorting pasnl-s: -
proressd neined(s) fOr pEROrTing TESRITS:  cincinpcapesis Technical Senor
Series
]
te:  Pleassz rsiyce or 24d she=et!s) LE oo scace 1s -mealfad,
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3.

&.

7.

8.

9.

A - - —— o, i
SCIEWNITEIC ATTIVEDY =iz isT

Titla @ ac=ivity: 3icassay oFf a1 Mixture of 1,2,3,5,?,3 and 1,2,3,7,
Hexachlorg-disanze-p-dioxins for Possible Carcinoganicity {Gavage 3tur

SCENCY YTREIKERS
= :essc:s:cle 0T activi “V"P*?Q

o2 naj
Texicalogy Pracram; Prime feniractor, Tracor

Statzment of chiscuive(s): To datarmine the cartinogganicity of z mi
or 1,2,3,9,7,3 and 1,2,3,7,3,%-hexachloro-3-dioxins administarad %3 =
and rats by cavags.

Respensinle investicator(s): Hilliam Y. Harzwell, Mational Cancs:

. Tnst1tute
Felaticnshin of ECthltV *y other

WOrX droum activities: Qne of a serizs of ¢hlorn-para-dioxins salzcs
Tor tesiing artar tzridoganic effaces ware relatad to the 2,3,7,8-isc

tatement of sciantific tetted(s) o
Se used, incliuding (as aztortmriate)
ACNLS STATL Ve Drocess(eS): Administared by gavace to Osbarne “anda
and 38C3F1 micz throughout 1ifetime oF tast animals nder standard

bicassay conditions,
Skabig a5 of September 1, 198n;:

Technical report projected November 1980,

Hale ray

applicaniag Qev1ew°d and approved by tha Clearinghouse en. Environmen
Carcinogens Fabruary 15, 1880

List of ke=v inter-in orodech milasinnes

(naturs, descrintion and orojeciss catss

of acco—plishment) and crosect cormla—-

ticy cana: Non

o . Plznzs —sbieemay - zS. 'ﬁ—“-"‘) 3L PR e - -
=+ Ll i 4 - e [ EC3 s, LSS - Soe .::c.ce 3 n=23c
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Interagency Work Group on
Phenoxy Eerbicides aad Contaninants

Title of zetivicv: Csmparative species evalutisn of chenical dispositicn
= azol

acd zecapolism ol te wran (TCTI) in Tsao, zonkezy, and guines of
and also in two strains of mice.
New & Related Activity: Disposition of 1,2,4,6,7,9-hexachlorodibenzofuran
(MCDF) begun in rats September §930.
Agency responsible, including agency ceompenent(s) diresctlv respousible for

activity:

DHEW/NTXE (NT?)/YCIKNI_qunﬂvfronmentaf Biology Branch

Statement of objective(s): To compare the differsnces between specifes in the

absorprion, disgripuction, metabolism, and axcreticn of tzrrachlorodihanzofura:
in ordsr to better evaluate the acute and chronic lew dose exposure hazards.

Princinal investigator(s):

Drs. Linda 8. Birnbaum, Cary M. Decad, a2nd H., B, Matthews

Ralationship of activity to other work group activities: 4 knowledge of the

disposition ol TCDF 1is necessary in order to assess hazards and plan chronic
studies. These rasulfs ca2y also lead te a better understanding of the toxic
mechaniszs of TCDD, TCDF, aand other halogerated, polyaromatic nydrocarbons.

Statement of scientific method(s) to be used, including (as appropriate)
shushe] oca

eyt ) . La S e .
acdzinistrative pr (2s) C-TCDF was administered both corally (at 2 dosas

and intravenously to male Fischer rats, and intravenously to male Hartley
guinea pigs and male Rhesus monkeys, The distribution of radiocactivi:y to the
tissues and i the excreta was examined at various time poinmts and the presenc
_0f parent cocwmpound ‘cr metabolita(s) determ1ned by thin lavaer chromatography.

Status as of Sentzmber 1, 1980 Dispositieon study complatad; 3 manuscriar

in preparation; metabolism being further evaluacted.

aslevant review orocess(es), as applicable: Intrazural raview (NITES
LS e - Wi b
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o)

e)

d) April-August 1980;
more polar compounds in the mouse, which are rapidly excreted,

the bile in the Feces and to a less extent

't

LTI
[ M

[T 3]
ooy
2 TN

2283,
14
Degember 197%9-February 1980: C-TCDF 1is metabolizad %o 2 wverv szall
axteant by guinea pigs, and very littla Is excrarad. Agprimizazal
aqual a=ecunts of zadicactivizy apvear in the Iece2s and urine, pessibly
due to passive reﬁls:ribu:ion. This lack of merabolism z2d emcration
in the guinea pilg ewplains, at least in zart, the previousiy decumentad
exsrazs semsindivicr ¢f this gpecies to the toxic action of TCOF,
14 - . -

January-March 1980: C-TCDF 15 slowly metabolized and excretad from

rale Rhesus monkeys, in line with the intermediate acute toxicity to
this species. Low dosaes (less than 1/40 of cthe ID_ ) result 1in
pathological changas in the meibomian glands of th& eyelid, an early
marker of toxicity.

Super AC-TCDF is rapidly metabolized teo
via

in the urine, The

disposition was compared in two strains of mice, C57BL/6J and DBA/2J,
which have different semsitivities 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 relatively resistant,
This may be due to the sequestering of TCDF in the adipose tissue

of DBA mice,

e)
af TCDF have bequn for menkey's CCs and rat bile.

been

Proposed methodi{s) for revortina r

which have over 33% more fat than C57.

Isolation and characterization of metabolites
One metabolite has

purified by HPLC and is awaiting structural determination,

June-present 1988:

esults:

Peer~review journals
Scientific meetings
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Cace: September J, J9Rp

Neurctaxicicy of 2,2-0 {in rccents

i N e - 4 4 T =
a, including agsncy comecrent{s) 2irecslyv rasoopsinle

Laboratory of Beahavioral and Neurological Toxicology
Mational Institute of tnvironmental Healtnh Sciences

— - . . -

tatement of objective(s):

To determine whether or not exposure to 2,4-D produces signs of bepavioral
and/or neuralogical taxicity in raodents

Principal investigator(s):

€. L. Mitcheld

Rejationship of activity to other wark group activitias:

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

Statement of scientific method(s) ta be usad, includinc (as approcriata)

agninistrative orocass(es):

The acuta oral toxicity of 2,4-D in male Fisher rats, anproximetely 90
days ot age, will be determined., Subsequently, rats ra2cziving dosaes of
1/8, 1/4, or 1/2 of the LDSQ will be evaluatad in a battery or neuro-
behavioral tests dasigned to examine sensory and motor functioning,
affective behavior and learning and memory. Scecial emphasis will be
nlaced 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 20 days after administra-
tion or longer, i7 evfects persist. Further studies, using multiple
dosing grccedures may be initiated if no neurcbehavioral effects are
observed foilowing a single sublethal dose.

Status as or Contambpr ) 1920

Test has been comoleted.  Anolvsis of data in proaress,
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Interagency work Group cn
Phenpuy Zerbigides and Contznminants

o

Title of activiiy:  Studies of the chemical dispogicion 204 matzholisa of

Cetacnicreditanzedionia (CCDD)

responsibla, including agsncv compenent(s) directly responsible for
ivity:

DHEW/NTH/NTZHS/ =8B

Statemant of obiective(s):

To study the disposition of [l&C] OCDD in Fischer 344 male

Ll
ot}
]
[

Principal investigator(s):

Drs. Gazy M. Decad, Linda S§. Biznbaum, and H. B. Marthews

Relationsnip of activ‘“v to other work group activitiaes:

, , - , . 14 ,
Initiztion of disposition study depends on analysis of purity o C~radiclabal

oCDD by Cﬁcmishry Branch/NITHS. Data from disposition study will be used to
determine doses usad by NCI for chromic studies.

Srate—ent of scientific nerhod(s) to be used, includli~z fas zpproopriats)

gdzinistrative process{es):

i4 . . -
[T7C] OCDD will be administerad at two dose lavels to T
study its absorption and distribution. Tissues will be ana’
activity and metabolites. ‘ . '

-
.

Status as of Septemper 3, 1980:

.

3

OCDD submitted to Chemistry 3ranch, NIZHS, for determinaticn of chesical
purity,

Pelevant review process{=z3), &s apnlicable:

T raview.
cr publicatior in Scilenzific Jourmal.

N
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3) Chemistry branch reported 0CDD is not pure and must be purifiad
prior to initiation of disposition study.

4) We are\yﬁpiting purification of OCDD by HPLC in high hazard
room or similar facility prior to initiating study.

10. Proposed methods for reporting results

Scientific meeting and peer reviewed scientific journal.
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Title af activicy: ifects of "Agenn Orazge' Cozpezents oo
Tarwilizy and Reproduction

Agenrey ==23ponsisle, including 22eacv compo-
zeat{s) directly raspensible fo= aczivitw: Natiecnal Toxicelogy
Program, Special Toxicelogy, Reproduction a2ad Fertility Workgr-oup

Statement of obiective(s): This is a probe study in male aice fed
large doses of the constituents of Agsnt Orange to detzrmipne effzcts

on fertility and ability to sirze z2ormal offspring.

Princinal investigator{s): Dr. James C, Lamb IV, Dr. John A.
Moore, Dr., Thomas Marks, Dr. James Allen

Relationship of activity to other
work group activities: This workgroup studied coxicity of
selected chemicals on male and female reproduction, ferctility and

development.

Statement of scisatific method(s) to

be usad, including (a3 aporopriate)

administrative process{es): The direct toxic effacts of the chemical
mixtures are besing detarmined in zandemly selsctad mice during the
dosiag period acd brezading period. Orgaa weights, appearancs, acd
bistopathology are the endpeints of toxicity. Sperm number and
morphology are being evaluatad in the animals as iandices of fertility
in these same animals. At the end of the dosing p2ricd am zdditioanal
group of mice are being bred to control femals mica, Mating fre-
quency, fertility efficiency, dowmizant letkalitv, incidence cZ
congenital variaticns amnd malformations, apd viability of offspring
ara being studied. Sister chromatid exchanges ara alse being
ceasured in an additional group of males.

Status as .of September 1, 1980: study completed, Tschpical report
corpleted.  enuscript for publication in preparation,

Relovant review process(as), as

apnlicable: Protocol reviewed by selected sciznzists for scientific
merit and safeaty considerations,

List of kev igterim project silestsaes

(nature, descriprion and projected dates

of z2czemplistzent) and proiact comple-

tiag date: Milsstones include complexion of dosing, breedizg of
treatad males, toxicity evaluation, collesction and study of off-
spring, calculsaszicen of data, and p:elimiaa:y studies on sister
chrrzmatid exchanges. Proiect completicn date July 1880.

Prapecsed metiedls) for rercriine rasults:  Scientific jourzmal(s)
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Title of activity:
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Mutacenicity Studies of VOO0, 2,4-0, 2,4,3-
and 2,4,3-7.

-

ney “QC“cnsible, including acency comagnent(s) directly

r suons1a1e TOor activity:

4
~GE
2]

National Institute of Environmental Health Sciances

Statzment of objectivels):

To determine the mutagenicity of TCDD, pure 2,4-D and 2,4,5-T,
2,4-0 and 2,4,5-T butyl. esters and cormercial preparations of
2,4,-0 and 2,4,5-T in Salmonella typhimurium (Ames Test), Dreosophila
melanogaster and mammalian (Chinese Hamster Ovary) cells in culture.

+

Principal investigator(s):

Errol Zeiger, Ph.,D., NIEHS

Ralationsinin of aztivity %2 other work group activities:

Knowledge of mutagenicity pctential of Agent QOrznge constituent is
esseantial to intarprating if nge t Crange exposure czn rasuit in

siring abnormal offspring.

athod(s) to be used, including (as zvorcoriatz)
a5):

Statament of scientifi
acministrative orocess

"4 o

The Salmonella studizs will datermine the ability of the testad sub-
stances to induce point mutaticns. Oresophila wiil iﬂliblhu tha induc-
tinn of sex-linked recessive Tethal mutations and rociproea)

chromoscme translocations. Cultured mammalian ¢211s will indicato

the induction of chremoscrie zkerrations and sigizr chrcua"d axshénges.

A1l chemicals are being testad blind by contract latorztories., The
codes will ke broken by HIZHS aftiar *ﬁstirg in each latoratory

has been completad and a <scision made on the mutagsanicity of

the chemical.

tatus as of September 1, 1380: Conmercial preparstior of 2, 4-p

TSooctlyl 2SIEF (67c DEU-wetl LV £¢) and 2,5,5-T issooctyl =ster
(64%, DEL-WEED 6V-4T) and pure 2,4-D and 2 L L5-T ware tesizd for
mutagenicity in sslmonelial o mutagenic Sclivity was s.on.

[ § v ["'flli‘,' IR B S N T e Ilu.
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moen, 2.04%-D snd 20k, S -T are CJrrently under tL=t in drcsooh'lc.

: e e b : R R
CareT IO 2DerTations wid si.tor O " 3
a7 bR - . bl T I e Bl -’ = 2. ~am Y o
e P =% = oL e TX 23 Lewi mwmwim
817 Tel-meails opogyins oo So0D, 2urs 2,380 znd puva 2.0.2-T speulc
be avajiz0ie oy May, 1830, Salmoreiia rasuiis on ccrmaraial
srades of 2,2-D and 2,4,5-T by Jure, 193C.
Trosaoniia rasulis on TCC0, purs 2,4-0 and pure 2,4,5-T snculd ke
availanie oy Novamber, 1280,
Marmalian call uj regenetics rasulis on TCOD, ture 2,3-D 2nd oure
2,4,5-T should be available by Cecsmber, 188Q.

At these times, all tfesting laboratories d
NIEHS EMTDP personnel and a decision will
genicity of the chemicals.

List of key interim oroject milestonas (na

ata will te raviewe
te mads ¢n the muts

DY

ture, descriotion and

projected dates of accomplishment) and orei

isct comoletion date:

Salmonella and drosophila results on TCDD should be available by

TCOD results have been pushed
Results w

November 1980,
delays in receipt of the chemical,

back bhoecause of
ith butyl esters

of 2,4-D and 2,4,5-T are also pushed back becsuse they must be

synthesized by an NIEHS contractor ands time o
for this task was insufficient. Mammalian ce

riginally allocated
1l cytogenic results

should be available by April 198! because of delays involved in

stangardizing and validating test protocols
laborataries.

Proposed methods for reporting resuits:

Summarized
be submitted to NTP as they become available,

in the contract

results and conclusions (plus appended raw data) will
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Intaracancy Work Group on
Phencxy Herbicides and Contaminants

Title of activity: Implicaiions of Low Level zxcosure to Dioxins

1

Acancy reszonsible, including acency comno-
nentis} directiv responsible tor activity: dNaticnal Institute of

Environmental nealth Scisnces; Extramural Program

Statement of cbiective(s): The overall objectives of the project are

to avaluate the injurious efiects that ariss in the adult female primate
and her ofTspring as a ra2sult of lcng term, Tow level exposure to 2,3,7,
8-tatrachlorodibenza-p-dioxin and to determine the rate of recovery from
these efTacts once exposure is discentinued.

Principal investicator(s): Everson, Merle A., Ph.D.

Relationship of activity to other

work group activities:

Statement of scientific method(s) to be used,

including (as _appropriaca) adminiscracive process(es):

Rhesus monkeys will be given diets containing 5.0 and 2% pot TCOD for

2 years, ODuring this time they will be evaluated clinically. Afiar
six months on the diet, they will be bred. Concaption rate, aborticns,
fetal development and neopatal development will be obsarvad. Tissue
levels of TCOD will be monitorad through periodic fat biopsies. Levels
oF TCOD in mothers' milk will be determined throughout Tactation.

Attempts will be made to rebreed the rhesus females that are receijving
S0 ppt TCDD. IV sucessful, the females as well as their offspring will
be cvaluaied for abnormalities. Following four months o7 nursing, the
infants will be weaned and evaluated psychologically. If it is impecssible
to breed the animals that are receiving 50 ppt TCDD, they will be ramoved
from the experimental diet and be given a 6 month recover period prior to

additional attamptls at rebreeding.

In adgition, the 2 surviving animals from the 500 ppt TCOD experiment
will continue to be evaluatad for recovery from TCDD intoxication, In
addition, the animals on the hexachlorodibenzo-p-dioxin will continte
recaiving 5 ppt in their diet in order to compare the texicological efiacts
of the two dioxins.

Yy
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P3lavant raviasw :r?cessfesﬁ. =5 zooiiczblar Prazress reoort susoizoac
97 tivzsiigatar qu“ua..J SITCUZACUT rogect f3citi. spziicanicn for
cempeting renewal at end of project pariod is raviewed by LRE nitial
Review Group (Study Seczion), by Haticnal *uwsurf tnvireonmznial Hszzlih

Sciences Council, and by Extranura1 Program starsy.

List of kav interim oroject milestenes: Investigator has essential

control Gvar proarass i grant-supoorted research, with therough 3C1°ﬂuif.
and policy reviaw at time of app11c3t10n for competing renewal. Thus
milestone prediction within project period is uncertain. Present project

ceriod ends August 1982.

Proposad method(S} for resorting results: Grant research results
ganerally are disseminated Ithrougn provessional conferencss and by
publishings in the scientific Titerature. Investigator also informs
supporting institute through annual progress reports and a tzrminal
report at the conclusion of the grant.

I

-
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SCIENTIFIC ACTIVITY REFORY

Interagency Work Group gn
Phenoxy Herbiciaes and Contaminants

Titie of activity: Toxicoliogy o7 Chlerinatad Dibenzo-p-Cicxins

Acency resbonsidbla, inciuding acancy cimco-
rnent{s) directly resccnsible for activity: National Insiituta of

Environmental Health sciencas; Extramural Program

Statement of objective(s): The objective is to study the chemistry and
Biological actions ot 2,3,7,8~tetrachlorodibenzo-p-dioxin (TCOD) and
related compounds. Interest is in the mechanism of toxitity of these
cerpounds at a molecular level, and their use as a probe in understanding
geng expression. In the current funding period the goals have been:

1} to further characterize the structurs-activity roiat1onsh1p for the
induction of aryl hydrocarbon hydroxylasa (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 monooxygenas:

activity.

Princinal investigator{s): Poland, Alan P., M.D.

Relationship of activity to other

Wwork group activicies:

tatement of scientific method{s) to be used, including
{as appropriaca} administrative procass(és)

‘Investigator is suudy1n? the chem1stry and biology of 2,3 7,J~teura-
T

chlorodibenza-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 usa as probes in unders;ard1ng 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 inductic

‘receptor 2) to develop specific model systems to study TCDD toxicity and 3)

to further characterize and partially purify the cytosolic binding protein.

‘Status as of  9/1/80: Current Project Perjod 09/01/77

tnrougnh 01/31/81
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comieTing rimanal 2t oind af srofect saried i orzvizosd oo IF3 Initizl

Paviaw Geavn {Study Zzcticn), by fNaticnal Advisory Iavironmental Hzaiin

3eiancas Coundit, ind Ly Iitramural SrogrenosTate,

List of kay interim srojsct milestones: Investicator has assential

control over progress 1n grant-supcgoriad reszarch, with thorsugh %pientific
nus

and voiicy raview at time of application for competing renewal.
milestone pradiccion within project period is uncer*ain. Przsant project
ceriod ends January 1981,

Propbecsed method(s) for reoorting resuylts: Grani research results
generally are agisseminataa througn proftessional conierences and by
supporting institute throuch annual progress resorts and a tarminal
report at the conclusion of the grant,
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Fatzuant revicw srocEssies). 23 gsaiicasiar frograilorsliiss zozmicsias
DL EIUTIALLIT OINTU&LGY TACCUIAIUT TralectT Tirili, sTzicztiin for
¢z-=3ting rerswal at end of projscs caried is reviswec Iy LRI initial
favitn SoTup (STudy Szzticn), oty oamdonz) acvizaey Inuiroonznoal Hsalin
Sciencas Council, and by Sxiramural Program staff,

List of key interim project milestcnes: Investisalicr has sssential

Lol Ty

control over progress in grant-sugporiad resa2irceh, with thorcugh scientific
and coiicy review at time of zpplication Tor comseting repewal, Thus
milestone pradiction within project pericd is uncertain, Presant oroject

period ends March 1580,

Proposed method{s) for renarting results: Grant research rasults

generally are dissemipated throucn protessional canfarances and hy
supporting institute throuch annual progress reports and a terminal
report at the conclusion of the grant.
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SCITNTIFIC ACTIVITY REPLRT

Interagency Werk Group on
Phenoxy Herbicides and Cenlaminantis

Titie of activity: Maschanism(s) cf Toexicity of The Chlcrinz<ad P-Cicxias

Agency reszonsidle, including dcency ccmpe-
nent{s) directiv rssponsible 7or activity: National Insitituts of .
cnvironmental realith Sc¢iencss; Extramural Pregram

Statement of objective(s): Numercus cases of poisoning of demestic
animals and man by the cnlorinatad dibenzg-p-dioxins have occurred over
the past two decades. In spite of the fact that we have known of the
toxicity of these cempounds faor this period of time, we still do not

know the biochemical or pharmacological mechanism(s) by which thess
compounds exert their toxic efTects. Tne princioal cbjective of these
studies is to examine if a relation exists betwezn the induction af an
oxido-reductase activity known as DT-diaphorass {S.C. 1.6.99) and the
toxicity of the most toxic of these chlorinated dibenzo-p-dioxins, namely,
2,3,7,8-tetrachlorodibenzo-p-dioxin (TCOD).

Princinal investicator{s): Nzal, Rcbert A., Ph.D.

Relationshio of activity to other
wark droug activities:

Statement of scientific method(s) to be usad, including
{aS apbropriata) administrative orocess(es):

Investigator will examine whether & relaticnship exists betwean the
large increase in the activity of a F1=v0prokein(s) dispiaying OT-
diaphorase activity sesn cn exposure of rats to the reprascnuau1ve
‘chlorinated dibenzo- -p~-dioxin TCDD and the toxicity of this compound.
If progress is made in understanding the biochemical mechanism(s) of
toxicity of the representative chiorinated ‘dibenzo~p-Jdicxin TCOD,
investigator will, at some future date, carry out studiz=s examining

- whether the same biochemical mechanism(s) account for the toxjeity of

the dibenzofurans and pentachlorobiphenyls such as the 3', ¢', §', 3,
4 isomer.

Status as of 9/1/80 - Current Project Pariod C4/01/77

through 03/31/20



Interagency Hork Group

: Phenoxy lierblcldes and Contaminants Date Prepared: Y7 March 1910

SCICHTLFLC ACTTVITY MILESTORE TUIETABLE

Frofecied O Accomplished @

1940 19M 1on2 1903 1904 1905 i

“ttones M, dune Sept, Drc, Mar, Jupe Sept. Dic, Mar, June Sept, Ddc, Mar. Jupe Sept. Blc, Mar. June Sepl. Dfc, Mar, June Sept. s

rrent gremt modecf
riod conleted ?




10,

Date: September 3, 1980

SCIENTIFIC ACTIVITY REPORT

Interagency Work Group on
Phenoxy Herbicides and Contaminants

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

Agency responsible, including agency component(s) directly
responsible for activitys DHHS, NIH, NIEHS, LEC

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

Principal investigator{s): Dr. J. D. McKinney
Dr. D. B. Walters

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.

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

Status as of September 1, 1280: RFP announced closing date
July 1, 1980% anticipate award in FY80.

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

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

Proposed method{s) for reporting results: Synthetic report and
amiytical documentation including suff. spectral and other
characterization data for structure assignment.
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