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The Honorable Jake Garn
Chairman

' Subcommittee on HUD-Independent }
Agencies _x'

Committee on Appropriations,-:"""""
i United States Senate. -"""
.̂.Washington, D.C. 20510

Dear Jake:

I am writing to inform you about recent developments in the Centers for
Disease Control (CDC) Agent Orange Study. In March, OTA reviewed the method
by which the CDC proposed to assign relative exposure ratings to participants
in the Agent Orange Study. OTA was critical of the method, which relied on
classifying each man according to a location assigned to his battalion, a
single point that would be used to represent about 1,000 men on any given day.
This method differed from CDC's earlier plan, which was to rely on the
location of the man's company, representing about 200 men. The battalion
approach produces a less precise estimator of an individual soldier's location
than would a company-level approach. According to CDC, the change to the
battalion approach was necessitated because records of company locations were
not available for enough companies on a large enough number of days during the
study period. In discussions with the U.S. Army Environmental Support Group
(ESG), the group that is abstracting location information from the military
records for CDC, OTA staff learned that the ESG believed they could provide
company locations. The Staff Memorandum included with my April letter to you
states:

If there are no improvements, OTA may decide that the
problems of deciding on exposure are so overwhelming
that It is impossible to study the possible effects of
Agent Orange.

Since April, the CDC researchers have been working toward a method for
assessing exposure based on company locations. We understand they have made
substantial progress and they expect to supply OTA a revised plan in October.
After we receive that plan, we will hold a meeting of the OTA Agent Orange
Advisory Panel and will report our findings to you. Our critique will
probably come to you in late November or in December.

1 i

ESG has already begun '"qualifying" men for the Agent Orange study, and
has begun supplying CDC with names of potential participants. CDC plans to
begin interviews for the Agent Orange study in January 1986. Undoubtedly,
this will be before the details of the exposure assessment method are worked
out. Since exposure scores do not affect the selection of participants for
the Agent Orange study, that schedule should not cause any difficulties if a
suitable method for exposure assessment is devised.



Without having seen CDC's revised method, OTA does not know if the
proposal will be complete enough that a judgment can be made that it will or
will not work, or if the proposal will need reworking before a decision can be
made . Nevertheless , a final decision about the adequacy of the exposure index
must be made before very many interviews and examinations are completed.
Otherwise a mindset may develop that the study is too far along to be called
back. OTA realizes that a decision not to go ahead with the Agent Orange
study or to stop it would be a drastic step, but unless the exposure
assessment is much improved, that course may be recommended. Whatever
difficulties might flow from such steps would be minor compared to completing
a study that lacks solid estimates of exposure.

Everyone involved with the Agent Orange study has known since the
earliest days that a reliable measure of exposure is the key to a valid study.
There has always been uncertainty about whether such a measure could be
developed, not because of any inadequacies in the researchers struggling with
the question, but because the information simply may not exist to construct a
valid ..exposure index.

I will keep you- informed of any significant progress in the Agent
Orange study and will report specifically on CDC's October document describing
their, method for assessing Agent Orange exposure.

Sincerely,

Johr/ E Gibbons
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Meeting on Status of Epidemiology Study
Held at Request of HvAC Congressional Staff

On October 30, 1985, a meeting relating to the conduct of the Epidemiology Study
by the Centers for Disease Control (CDC) was called and chaired by Mr. Jack
McDone.U (HVAC). The meeting was held in the HVAC hearing room, the Cannon
House Office Building. A list of the attendees is attached.

Opening comments were made by Mr. McDonell who stressed the importance of the
Epidemiology Study, and its ultimate successful conclusion, to Vietnam veterans
and their families and to various members of Congress. Mr. Jonathan Steinberg
(SVAC) addressed the attendees making a strong statement stressing the
importance of the study, pointing out that on this issue, that is, the
successful conduct and conclusion of the study, the credibility of the Congress
and the executive branch was at stake. He stated further that the study must be
conducted on a sound scientific basis such that it would withstand peer review
and be completed in a timely fashion. However, the "worst soenerio" would be to
complete the study and then have it discredited because of technical or
scientific flaws.

CDC representatives were asked to describe the status of the methodology whereby
study subjects would be selected based on exposure or non-exposure to Agent
Orange. Dr. Vernon Houk, CDC, briefly discussed the background and history of
events leading up to the present. He also described the status of the Vietnam
Experience Study, one of the three components comprising the total Epidemiology
Study. This phase of the study is scheduled for completion in 1987.

Dr. Peter Layde, CDC, elaborated on some of the concerns and problems related to
the development of an exposure index. Mr. Dan McGee, CDC, discussed in more
detail the consequences of misclassification of study subjects with regard to
exposure.

Mr. Richard Christian, Director of the Army's Environmental Support Group (ESG)
and members of his staff responded to comments made by CDC concerning the status
of the study, particularly with regard to the development of an exposure index.
Mr. Christian indicated that the ESG had not approved CDC's proposed index nor
had the ESG been given adequate time to review that part of the methodology
provided by CDC. He rebutted CDC's claim that the ESG had not provided CDC with
all of the documents they required for the conduct of the study.

CDC admitted that they have not yet completed their work in developing a useable
exposure index. Part of the delay, according to the CDC representatives, was
due to the difficulties in establishing an internal validation process. Another
cause of delay was OTA's rejection of their attempts to set up a mathematical
computer model based on the "centroid" concept. This was a theoretical model
developed by CDC to establish locations of troop units. .The reason for its
rejection was that it did not accurately reflect actual troop locations based on
available operational-records.
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Tie misting concluded with comments by Mr. Steinberg who strongly urged CDC and
the EtxJ to meet as soon as possible for the purpose of developing a workable
•?:qx>s;.jr:e index so that the study can proceed on schedule. He pointed out that
h.-' hoped that such a methodology would be in place before the physical
ex.-jnufvit-.ions scheduled to begin in January 1986 are initiated. Both CDC and
i; ie !.'*". agreed to this cooperative endeavor. Mr. Steinberg's final comments
included the observation, that in his judgement, constitutionality questions not
withstanding, the OTA would be regarded by the Congress as the body responsible
i:or determining the scientific validity of the exposure index to be used Cor the
conduct of the study.

U-
BARCLAY V. SSiEPARD, M.I
Director, Agent Orange Projects Office (10X2)

13, 1985
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Date:

Veterans
Administration
NOV 131985

Memorandum
From Director, Agent Orange Projects Office (10X2)

,Sul>i VA Policy Relative to Communication with Centers for Disease
Control (CDC) on Conduct of Epidemiology Study

Chief Medical Director (10)
THRU: ACMD for Programs, Planning and Policy Development

1. Recent developments relating to the conduct of the Epidemiology Study on the
Health Status of Vietnam Veterans by the Centers for Disease Control (CDC) have
shown that there is a serious breakdown in communication between the Veterans
Administration (VA) and CDC on the conduct of that study. These developments
include the creation and submission by CDC of a proposed exposure index for
review by the Office of Technology Assessment (OTA) and the award by CDC in
mid-September 1985, of a contract to the National Academy of Sciences Institute
of Medicine to monitor the Epidemiology Study and review and evaluate the
methodology for an Agent Orange exposure index. Although the CDC provides
quarterly status reports to the VA on their Epidemiology Study research
activities, neither of these events were reflected in these reports, nor were
they the subject of open discussions with the VA or in meetings of the Agent
Orange Working Group (AOWG). We became aware of them only after being informed
about them by sources external to this agency.

2. The two events described above were the subject of a meeting held at the
Cannon House Office Building on October 30, 1985. This meeting, called at the
request of the House Veterans Affairs Committee Staff, was attended by key
congressional staff including Mr. Jack McDonald (HVAC) who chaired the meeting,
Mr. Jonathan Steinberg (SVAC), CDC representatives, Army Environmental Support
Group (ESG) staff, OTA representatives, other DHHS staff and myself. The lack
of progress by CDC in developing a useable exposure index and the award of the
NAS contract were obviously of great concern to Mr. McDonald and Mr. Steinberg
who emphasized the importance attached by a number of other key congressional
staff in both the House and Senate to the successful conduct of the study. This
meeting concluded with an agreement for CDC and the ESG to resolve the matter of
developing an exposure index methodology prior to the initiation of physical
examinations of the Epidemiology Study participants in January 1986.

3. It should be noted that the VA will be submitting, on or before February 15,
1986, the first status report on the Epidemiology Study to the appropriate
congressional conroittees. This report is mandated by Public Law 96-151 enacted
December 20, 1979. Although CDC is responsible for the preparation of this
report, the VA remains the agency mandated by law to transmit that report to
Congress with any recommendations the Administrator of Veterans Affairs deems
appropriate. As shown, the VA cannot rely solely on the quarterly status

VAFORM
SEP 1984
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reports submitted to us by CDC to remain abreast of such significant
developments/ activities which may bear heavily on any recommendations or
observations which will be included in the letter transmitting the first
mandated report to Congress.

4. Accordingly, I recomnend that:

(1) The VA more actively follow the CDC's conduct of the Epidemiology
Study without in any way advising or assisting the CDC in the design or
conduct of that study and

(2) The attached letter to the Acting Assisting Secretary for Health, DHHS,
be sent as evidence of CDC's failure to keep the VA fully informed of the
difficulties encountered in the study's design and conduct. In pursuing
the first recommendation, quarterly meetings would be held between staff
of the VA's Agent Orange Projects Office and appropriate CDC officials to
discuss the content and implications of that agency's quarterly status
reports.

5. Your review and approval of the above recommendations is appreciated.

-BARCLAY M. SHEPARD, M.D.

Attachment

AGSEE

DISAGREE
W. DITZLER, M.D.

ef Medical Director

V



DEC. 51985 :- ,"f- ; -"
James 0. Hasan, K.D. , Dr. P.B.
Acting Assistant Secretary tor Health
Department of Health and Human Services
f&shington, D.C. 20201 "^ »

Dear Dr. Masai:

The January 1903 interagency egreenent between the Veterans Administration
(VA) and the Centers for Disease Control (CDC), relative to the conduct of
the Epideeaiology Study of the Health Status of Vietnam Veterans, provides
for the preparation by CDC of « quarterly status report to the VA on the
conduct of that study. These reports are of great assistance to the V?k in
responding to f recruent inquiries from many sources regarding the progress of
the study.

Recently, the VA became aware through external sources of a significant
development not mentioned in any of the quarterly reports received to date
by the VA. The development concerned the creation and submission by CIXT of
a proposed exposure index for review by the Office of ̂ technology Assessment
(OTA). Vte have learned, again from sources other than CDC, that the OXA
review found this exposure index methodology to be unsatisfactory. The lack
of progress by CDC in developing an exposure index has never been raentioned
in any of the quarterly status reports received by this agency.
Additionally , to the best of our knowledge* this fact was never cornxunicated
in discussions with the VA or in meetings of the ̂ent Orange Marking Group

The purpose of the quarterly status renorts, es originally envisioned during
the development of the interagency sareatasnt, was not only to provide a full
report on CDC's progress on the conduct of the Epidemiology Study , but also,
to tdert the VA to any real or potential problem encountered by CDC which
might irpact on thrt study's progress and eventual successful conpletion.
Ar> you will appreciate, unanticipated difficulties in t*»e research can
effect its ultfcrsf? outcome and tbe manner in v.-hich it will be perceived by
veterans. I 'an sure that you will agree that tho future inclusion of such
significant developments vi-11 assist both the VA and CDC in fulf illing our
respective aoency responsibilities as they relate to this sssjor study. It
wquld be very beneficial to the VA tor the appropriate CDC officials to
provide & briefing on the content anc implications of tine status reports to
Dr. Barclay H. Shepard, Director, Aqent Orange F-rojects Office and raembers



2. ' . ;r- ; - • • - -- ,r - •

Dr. James O. Mason ; .
*:,:,-.-- • --..I . ' - . . - . * -' - "-» " -
of his staff iwwdlstely following the 8uimi«rion of the rtoor-t to that
office. Accordinqly, 1 roquest your consideration «nd approval tor this
activity tor ell future reports.

I appreciate your assistance 4.n this natter,

Sincerely,

JOBS VI. DITZLER, K.t>.
Chief ftedical Director

cc: 02C
101B11

IAOHA3!i:llc 11/1/85 10;<21 1CX2
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Purposes 1b alert the Centers for Disease Control (CDC) of need to keep VA
fully briefed on significant developments related to conduct of the
Epidemiology Study of Health Status of Vietnam Veterans,

General: CMD advises the Acting Assistant Secretary for Health, DHHS, that
VA has become aware of a significant development related to the conduct of
the Epidemiology not reported in CDC's quarterly status report to this
agency or in open discussions. Particularly cited by the CMD is the
development and submission by CDC of a proposed exposure index for Office of
Technology Assessment review and its ultimate disapproval. The CMD requests
that the appropriate CDC officials brief the Director, Agent Orange Projects
Office and members of his staff on the content and implications of the
information contained in all future status reports to that office.

The CMD reminds CDC of the need for full and complete information to assist
the VA in responding to frequent inquiries from many sources concerning the
status of the study. He states that he believes such information will
assist both the VA and CDC in successfully completing their respective
missions.

iTTplicatiojnst It is essential that CDC keep the VA fully briefed on
developments. The first congressionally mandated report to Congress is due
February 15, 1986.,

ReconTOendatioaTS; Approve and dispatch
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The Honorable Patrick J. Leahy
Ranking Minority Member
Subcommittee on HUD-Independent

Agencies
Committee on Appropriations
United States Senate
Washington, D.C. 20510

Dear Senator Leahy:

I am writing to inform you about OTA's continuing review of progress in
the mandated Agent Orange study being carried out by the Centers for Disease
Control (CDC). The item of greatest concern has been the lack of a method for
assessing exposure to Agent Orange among study subjects. We last addressed
this issue in March 1985, at which time we expressed serious doubt to you
about the exposure assessment method CDC had proposed in a February report to
OTA. In September, I wrote to you expressing, concern that, although CDC's
timetable called for interviewing Agent Orange study subjects beginning in
January 1986, a revised exposure assessment method had yet to be produced.

On November 18, we received a report from CDC titled "Exposure
Assessment for the Agent Orange Study, Interim Report Number 2." We had by
then arranged to have the OTA Agent Orange Advisory Panel meet on December 14
to review CDC's report. Based on our reading of the November 18 report, OTA
staff requested some additional information from CDC, without which it would
have been impossible for the Advisory Panel to adequately evaluate the
exposure assessment method. On December 9, we received another report, dated
December 8, which contained much of the information that had been requested.
A final packet from CDC, containing specific information requested by OTA

on December:—13":—The—Advisory—PaTtê r-med—Ehe—-f-ô -ow-tttg—day-;
Their advice to OTA is reflected in this letter.

In sura, the recent reports from CDC outline an Agent Orange study of
radically different design than the one that was initially reviewed and
approved by OTA. The changes in design are of sufficient "magnitude to require
interruption of any plans for initiating interviews or examinations of study
subjects. Further, the plan still appears to be in a state of change. While
all or some of the changes proposed by CDC may be necessitated by relatively
new information about troop locations and eligibility of men as study ,___.
subjects, the reasons for the changes have not been coherently or convincingly
presented in any of the reports OTA has received from CDC.

When the original Agent Orange study design was approved by OTA, there
were still many unanswered questions, and uncertainties which only would be
resolvable when representative data from the military records had been
assembled. There now exists a body of data which, while not complete, gives
an indication of what the records contain. CDC should now be able to make
some final decisions about study design and about the quality of the exposure



data on which the study results will be based. OTA| therefore, requests a new
statement of study design, incorporating, as necessary, new plans for exposure
assessment, a plan for selecting study subjects, and new plans for data
analysis. The discussion of exposure assessment should contain an explicit
analysis of the probability of misclassification within the "likely to have
been exposed" group. Finally, there should be discussion about whether the
range of exposures likely to be found among the study subjects forms a firm
underpinning for the proposed study. As CDC stated in its original protocol
of November 1983, "Since many of the proposed procedures are untested,
modification, indeed even a recommendation not to proceed with an Agent Orange
study, may be required after pilot study assessments." The data collected to
date should serve as an adequate pilot test of the methods and representation
of results of exposure assessment.

At the same time that the new study protocol has been evolving, the
study has faced a severe managerial problem. This problem, which seems
soluble, is one of collaboration, of CDC and the Environmental Support Group
(ESG). Steps should be taken to insure that this problem is resolved
expeditiously. The Agent Orange Working Group Science Panel may be the
appropriate body to catalyze discussion between the two groups. If other
military experts are required as consultants, they should be brought into the
process, with a clear statement of theirrroles, while it is not appropriate
for OTA to moderate the dispute, we can evaluate the resolution. It is
important that formal work statements for data abstraction from military
records and for assessing data quality be agreed upon,jointly by CDC and ESG.
OTA would like to be provided copies of these work statements when agreement
has been reached.

I am sending copies of this letter to both CDC and ESG. OTA staff
currently are.writing a detailed set of comments which addtess the issues
raised in this letter. Copies of those comments" will be sent to CDC and ESG,
and to the appropriate Congressional committee staff dealing with Agent Orange
issues.

If OTA is to consider the revised Agent Orange study protocol for
approval, another review will be necessary. Our Agent Orange Advisory Panel
is prepared to meet again in early 1986. I believe that sometime in March or
April is a realistic expectation for that meeting. In our view, no major new
phase of the study should be undertaken before the new design and exposure
assessment method are found acceptable and the managerial problems resolved.

If you would like further discussion on this matter please do not
hesitate to call me at 4-3695. or Hellen Gelband of the OTA staff at 6-2070.

Sincerely,

John H. Gibbons



The Honorable Patrick J. Leahy
Ranking Minority Member
Subcommittee on HUD-Independent
Agencies

Committee on Appropriations
United States Senate
Washington, D.C. 20510
Senator Leahy

The Honorable Frank H. Murkowski
Chairman
Committee on Veterans' Affairs
United States Senate
•Washington, D.C. 20510
Mr. Chairman

The Honorable Alan Cranston
Ranking Minority Member
Committee on Veterans' Affairs
United States Senate
Washington, D.C. 20510
Alan

The Honorable Jake Garn
Chairman
Subcommittee on HUD-Independent
Agencies

Committee on Appropriations
United States Senate
Washington, D.C. 20510
Jake

The Honorable G. V. Montgomery
Chairman
Committee on Veterans' Affairs
U.S. House of Representatives
Washington, D.C. 20515
Mr. Chairman

The Honorable John P. Hammerschmidt
Ranking Minority Member
Committee on Veterans' Affairs
U.S. House of Representatives
Washington, D.C. 20515
Congressman Hammerschmidt



The Honorable Edward P. Boland
Chairman
Subcommittee on HUD;Independent
Agencies

Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Mr. Chairman

The Honorable Bill Green
Ranking Minority Member
Subcommittee on HUD-Independent
Agencies

'Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Congressman Green

The Honorable Orrin G. Hatch
Chairman
Committee on Labor and Human Resources
United States Senate
Washington, D.C. 20510
Orrin

The Honorable Edward M. Kennedy
Ranking Minority Member
Committee on Labor and Human Resources
United States Senate
Washington, D.C. 20510
Ted

The Honorable Henry A. Waxman
Chairman
Subcommittee on Health and the Environment
Committee on Energy and Commerce
U.S. House of Representatives
Washington, D.C. 20515
Henry

The Honorable Edward R. Madigan
Ranking Minority Member
Subcommittee on Health and the Environment
Committee on Energy and Commerce
U.S. House of Representatives
Washington, D.C. 20515
Congressman Madigan



The Honorable William H. Natcher
Chairman
Subcommittee, on Labor, Health
and Human Services, and Education

Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Mr. Natcher -

The Honorable Silvio 0. Conte
Ranking Minority Member
Subcommittee on Labor, Health
and Human Services, and Education

Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Congressman Conte

The Honorable Lowell P. Weicker, Jr.
Chairman
Subcommittee on Labor, Health
and Human Services, and Education
Committee on Appropriations
United States Senate
Washington, D.C. 20510
Mr. Chairman

The Honorable William Proxmire
Ranking Minority Member
Subcommittee on Labor, Health
Human Services, and Education
Committee on Appropriations
United States Senate
Washington, D.C. 20510
Senator Proxmire

The Honorable Silvio 0. Conte
Ranking Minority Member
Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Congressman Conte

The Honorable Jamie L. Whitten
Chairman
Committee on Appropriations
U.S. House of Representatives
Washington, D.C. 20515
Mr. Chairman



The Honorable John C. S tennis
Ranking Minority Member
Committee on Appropriations
Unite'd States Senate
Washington, D.C. 20510
Senator Stennis

The Honorable Mark 0. Hatfield
Chairman
Committee on Appropriations
United States Senate
Washington, D.C. 20510
Mark

The Honorable John D. Dingell
Chairman
Committee on Energy and Commerce
U.S. House of Representatives
Washington, D.C. 20515
John -

The Honorable James T. Broyhill
Ranking Minority Member
Committee on Energy and Commerce
U.S. House of Representatives
Washington, D.C. "20515
Congressman Broyhill

The Honorable Harry N. Walters
Administrator
Veterans Administration
810 Vermont Avenue, NW
Washington, D.C. 20402
Harry
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K ings ton Smith, Minor i ty S t a f f , House Ve te rans ' A f f a i r s
Corrmittee, cal led to d i scuss a let ter the Conrmittee had
rece ived from the O f f i c e of Technology Assessment
concerning the progress of the Agent Orange study mandated
by Pub. L. No. 96-151. The OTA had expressed serious
rese rva t i ons about the approach being taken by the CDC.
They espec ia l l y questioned the methodology being suggested
for deterrmining the exposure of study sub jec ts . This has -
been a topic of concern for about three months and was the
sub jec t of a meeting held
October. Attending that meet

on the Hill at the end of
ing were representat ives from

the House and Senate Veterans A f f a i r s Committees, the
Department of Defense 's Envi
CDC and the VA. (A copy
meet ing is at tached.)

ronmental Support Group, the
of a memo surrmarizing th is

Mr. Smith s ta ted that the Agent Orange study, which he
c h a r a c t e r i z e d as the most pol i t ica l ly sens i t i ve part of
the e f f o r t , was in se r i ous di f f i cu l t y . He s t rong ly hinted
that hear ings on the p rogress of the s tudy was a de f in i te
p o s s i b i l i t y and that i t woul d probably not be a p leasant
expe r i ence for the CDC. I noted that the VA had adopted a
p o s t u r e of neu t ra l i t y regarding the study fo l lowing i ts
t r a n s f e r to CDC at the request, in part , of the
Commi t tee ' s Chairman. For that reason, 1 suggested that
the VA had no comments to o f f e r concerning th is
development. I did note that th is con t rove rsy did not

- a f f e c t the p rogress of the Vietnam Experience Study which
is now underway nor the sel ected cancers study which is
a l s o being conducted by the CDC. Mr. Smith s ta ted that he
wou ld fo rward a copy of the
next few days.
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