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viewed or altered by the National In-
stitute of Bullding Sciences. The
Council's focus, which distinguishes it
from other Government projecta

"which have conducted research on

bullding technology without impile-
menting the technologies in actusl
construction. will be on approving new
technologies for use and assisting Fed-
eral agencies in including them in con.
struction projecta so that they can be
evaluated by the Council and then im-
plemented on a more widespread basis.

The members of the Councii shall be
named by the Secretary of Housing
and Urban Development and shall be
representatives of the nationwide
bullding community with extensive ex-
perience In the building industry. The
Council membership should include
but pot be limited to product manufae-

turers, health, safety, and fire hazard’

experts, architects, professional engi-
neers, and representatives of consumer
groups. The Secretary shall ensure
that they are persons of exceptional
talent, who are commited to the devel-
opment and implementation of new
technologies,

- The cooperation between the Coupn-
dl and those Federal agencies involved
in bullding construction and renabill-
tation is the key to the success of this
program. The results of this coopera-
tlon can be significant cost savings for
the Pederal Government and s sub-
stantial improvement In our abflity to
construct affordable housing, I beiieve
the Advanced Building Technology
Councl] will make a significant eontri-
bution to our national seareh for a
way to make housing more affordsble.
I look forward to seeing the work of
the Council implemented by the par-
ticipating Pederal agencies.

In addition to developing more af-
fordable housing for the future, we
must confront the homeleszness prob-
lemwhlchexistamthueountrytaday.
Too many Americans do not have a
safe, clean, affordable place to live, toa
many Americans are living in over-
crowded shelters, in cars, and on the
Streets. The amendments to the

- McKlnney Act included in this bil] are

vitally important to our war against
homelessness.” 1 am particularly
bieased with emphasis in this bill on
assisting homeless persons and fami-
lies to make the transition from shel-
ters to permanent housing.

Last yesr I introduced the Homeless-
ness Prevention and Housing Rehabili-
tation Act, 8. T72. I am pleased that
key concepts behind that legislation
have been included In the homeless-
hess provisions of this bill, One of the
Déw avallable transition programs,
which I am particularly pleased was
included in this 1990 Housing legisla-
tlon. is a Security Deposit Grant As.
sistance Program which pays the secu-
Tity depasit and first month’s rent for
those homeless people who can pay a
monthly rent but do not have the say-
Ings necessary to make the required
downpayment on a permanent place to
Lve. This Security Deposit Assistance
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Programn is modeled on a program
which has been very suceessful in Con-
necticut. In its first I years, the Con-
necticut program has enabled more
than 2.000 homeiess persons and fami-
lies to move into permanent housing,
Using only & small amount of money,
security deposit assistance grants cap
make a critical difference in enabling
many homeless families to leave shel-
ters forever and find permanent
homes.

I am pleased also that this bill reeog-
nizes the importance of rehabilitetlon
and the opportunity It provides to de-
velop permanent affordable housing,
in many cases more quickly and at jess
cost than new construction. Rehabili-
tation is not only an effective way to
create affordable housing, it is very
important to the revitalization of
neighborhoocds now filled with aban-
doned bufldings.

1 commend my colieagues Sensators
CRANSTORN and D’AMaTo for their dedi-
cation to enacting this legislation this
year. It is a great stride forward in
American housing policy.e

UN. TREATY AGAINST TORTURE

‘® Mr. SARBANES. Mr. President. I
want to express my strong support for
Senate ratification of the U.S. Conven-
tion Aguinst Torture and Other Cruel,
Inhuman or Degrading Treatment or
Punishment and to thank Chairman
PaL for his strong efforts to ensure
that the Convention was ratified at
the close of the 101st Congress. As a
member of the Senate Foreign Rela-
tions Committee, I supported report-
ing the Convention to the full Senate.
In light of the U.S. involvement in the
early stages of developing the Torture
Convention, it was time for this body
to act placing the United States
Emoeng the ranks of the more than 50
nations that have ratified the Conven-
<ion. -

At the outset I want to commend the
chairman of the Senate Foreign Rela-
tions Committee, Senator Crarsorwz
PrLy, for his leadership, not only this
year; but- even before the convention
was adopted by the United Nations, in
focusing attention on the need for his
International agreement. I recall his
strong support back In 1984 when he
coauthored the joint resolution, which
passed the Congress reaffirming the
oposition of the United States to tor-
ture and restating its commitment to
combating the practice of torture,

On December 10, 1984, the U.S. Gen-
eral Assembly adopted the Convention
Against Torture and other Cruel. In-
human or Degrading
Punishment by unanimous agreement.
By the beginning of this year, 50 coun-
tries had ratified the Convention and
22 others had signed it.- Adoption of
the Convention by the United Nations
as a significant event following more
than a decade of internatlonal effort
to eliminate the heinous practice of
torture. The United States played a
creative role in developing the Con-
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vention and insisted that it include
provisions making torture a punish.
able affense,

The history of the ratification proc
ess of the Torture Convention is in-
structive. The- Resgan administration
submitted the Convention to the
Senate in May of 1988 for its advice
and consent and inciuded 19 separate
conditions with its submission. After
careful review by a number of human
rights organizations as well as the
American Bar Association. these
groups decided to oppose the Reagan
conditions based on their concern that
they lUmited U.S. participaiion in the
impiementing process and reduced its
effectiveness.

Again Senator PeLL played a key role
by urging the newly elected Bush ad-
ministration to review the conditions
and to expedile consideration of the
Convention. This was done, and the
Convention was resubmitied to the
Senate with 12 conditions.

The Senate Foreign Relations Com-
mittee held a detailed hearing on the
Torture Convention in January of this
year soon after the revised conditions
were submitted to the Senate, This
Convention was the product of 7 vears
of intensive international negotiations.
It codifles International law as it has
evolved in the post World War II era
with regard to torture and Inhumsan
treatment and punishment and is com-
prebensive in its treatment of the
problem of preventing and combating
the practice of torture.

Mr. President. our Nalion has right-
ly ciaimed to be a leader among na-
tions in the struggle for huran rights,
Ratification of the U.N. Convention
Against Torture and Cther Cruel. In-
human or Degrading Treatment or
Punishment piaces us in the company
of all other permanent members of
the U.N. Security Council and gives
further impetus and credence to our
role as a defender of human rights
throughout the world.e

AGENT ORANGE UPDATE

® Mr. CRANSTON. Mr. President. as
chalrman of the Committee on Veter-
ans’ Affajrs, I take this opportunity to
update my colleagues and the public
on the status of current scientiflc re-
search concerning agent orange. This
update Includes reviews of the Centers
for Disease Control’s [CDC) study en-
titled "The Association of Selected
Cancers With Service in the U.S. Mil-
tary in Vietnam'’; a recent scientific
review commissioned by the American
Legion. the Vietnam Veterans of
America. and the National Veterans
Legal Services Project  entitled
“"Human Health Efferts Associated
With Exposure to Herbicides and/or
Their  Associated Contaminants—
Chiorinated Dioxins”; the “Report to
the Secretary of the Department of
Veterans Affairs on the Association
Between Adverse Health Effects ard
Exposure tc Agent Orange” by Adm.
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Elmo R. Zamuorall, Jr.; and the recom-
mendations made by VA'S advisory
commitiee on environmental harards
to the Secretary of Veterans Affairs
concerning passible associations be-
tween expasure to agent orange and
either nan-Hodgkins Iymphoms
[WHL] or soft-tissue sarcoma [STSL

Since agent orange first came to
public attention in the late 1970's, 1
have been warking ip resolve the con-
cerns raised about possible adverse
beallh effecis arising from vetrerans'
exposure Lo this berhicide in- Vietnam,
These are very emolionsl and conro-
versial fseoes, and the inpiility w re-
soive them completely mdoobtedly
s contributerd to a feeling on the
part of some Vietmam veterans that
they have not been treated fandy by
the Nation {for which they fought,

Mr. President, I am proud to have
authored legislation that provided VA
health care eligihility for Vietnam vet-
erans exposed to agent orange and
mandated comprehensive epidemiolog-
ical studies of the health of Viegmm
veterans. Bat [ feel that we must con-

e to work to ensure that all appmo--

priate efforts are made to try to find
arowers to the guestions that have
been raised regarding the long-term
health effects of agent orange expo-
sure, and 10 enxsure thai veteram ex-
posed to that herbickie are treated
fajriy and compassionately,
Tothatend.!muﬁ.hured.w:lﬂaSen—
etors Dascmx and Exgey, a bill to
compensate these veterans for NHL,
STS. or chloraeme znd (o create a
mmmm t.hehlﬂstnr

independent study of * this
lssue. The Senate has passed this legis-
lation twice First, an August 3, 1989,
the Senate passed S, 1153 after a
motion to table the messure failed by
nrmotﬁz-aandmd.onm
3. Y889, uuuavm 5. 13 as tocor-
porated Imto HR. 901. Very shmilar
provizsions were reported by our com-
mitlee this sesslon as ttle I-C of S
2100. Unforiunately, due ta ohjections
raised by two Senators, the Senate was
unahle to consider 3. 2106, Ax I noted
{n a stateent on the Semate floor on
October 17, 1999, I Intend o introduce
this legisiation in tire 102d Congress
and will do a1l T can {0 move i

on October 15, 1890,
SELECTEID CINCIRS STULY
Mr. President, the third element of
the efforts of the Centers {or Disease

Coatrol Lo carry out the agent crange -

and Vietnam-experience studies, man-
dated by Public Law 96-151 as amend-
ed by Pobie Law 97-72, was the select-
ed cancers stady. This study was de-
signed to determine whether there is
a1 increase among -Vietnam veterans
in the incidenee of several serions, but
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rejatively Tare capesrs that some stud-
et have suggested might be linked to
dioxin exposure. The report of the se-
lacted cancer stndy was relessed in
March 1990,

In letters dated May 22, 1980, the
chairman and ranking minority mem-
bers of the House and Senate Commit-
ters an Veterans' Affairs requesied a
review of this stndy, with particunlar
emphasis on the scientific methods
and criteria nsed by the authors in the
study a8 well as the validity of their
analyses apd conclusions, from the
Office of Technology .Assesstnent
{OTAlL the National Acadmey af Sci-
ences (NAS] the White House Domes-
tic Policy Coonedl's Agent Orange
Task Force {AQTF) and VA's Advisory
Committee on Envirconmental Haz-
ards,

Mr, President., I ask that the re-
sponses received be printed In the
Becorn at this point.

The materiail follows:

Conemess or ™ UmiTed STATES.
OrmcE of TICHROLOGY ASSESs
MENT,
Wanhington, DC, Seplember 27, 1990,

Hon ALAN CRARSTOR,
Chuirmen, Commiller or Velemany' Affcirs,

X Senute, Waskingtlom, DC

Dxas Azaw: Enciosed iz a review of the
Center for Disexse Control's study on ““Tha
Association of Selected Cancers With Serv-
toe in the US. Military in Viettam.™ winch
you and your colleayues reqaesiad in your
letter of May 22

orawunmmrtmm

Irzed We Dota tinat & Mwodest Incresse in the
sk of contracting one aof the xx cancers
Studied, Don- lymphoma, was
found. There is no obvious explaoation for
the canse of this excess, but the pattern of
risk amony Lhe services Suggesls RIORElY
that it is not related {0 Agent Orange expo-
sure {see attachment).

You asioed specifically about whether any
Iolow-up studies were warranted based on
the resuits of the SCS., We do not see the
oeed {or new studies, but it world be valua-
tle for the

of desath among Vietham veterans, as they
bhave been doing in thetr propartionate rmor-
tality study. In sdclition, widle CDC has

mmms&sdmtoranw-

military relatad variabics, it is & rich source
for apalpsis for many otbher factors, g, oo-
cupationnl and other exposures reported in
the loterviews. The data zhould be further
snalyzed by CDC, or some provision made
to ensure that it is adeguately aocessile Lo
Independent researchers. Much of the value
of the dats will be lost if this is oot done,

1 hops this review ia useful to you and
your Comraitiee If you have any guestions
about i, plesgs do nol hesitate to contact
me, ar call Hellep Gelband or Clyde Beheny
in the OTA Health Programm (at 8-8580)

Sincerely,
Joan H. Gizsors.
OTA Rxvizw or: THE ASSOCIATION or Si-
LecTrn CancIRS WiTH Semvick v Tax U.S.
MILITARY IN VIETHAM
(By the Camers for Disease Contral
Selected Cancers Cooperative Study Group)

(Backyround paper prepared by Hellen

Gethaow], Bealth Program, Offlce of Tech-
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nology Assessoent, US. Congrems, Seplem-
ber 1998.2
{The views expressed in this backgvouand
paper db not ecessarily represend Lhe Tews
of the Tecimpiogy Axsessment Board or ils
ndividnal memisers)
INTRUDUCTION

The “Selected Cancers Study™ (SCS) was .
one of Lhree studies proposed by CDC to re-
spond to the mandates of Public Laws 96-
151 and 987-7% after responsibility [or the
studies had been shifted by interagency
agreement from the Veterans Adminisira-
tion to the Department of Heaith acd
Humsan Servicea The Vietnam Experience
Study was campletad in 1088, and the Agent
Orange Cobort Study was canceled after ex-
tensve milltary records resewrch and the
laborarory-based “valldatinn study™ provid-
ed convincing evidance that the majority of
Zound troopa had reiatively littie direct ex-
posure to Agent Orange in Vietnam. By
mandsie af the two laws, OTA reviewed the
study protocols for scientific validity and re-
sponsiveness to the laws. The SCS protoeol
wus approved by the OTA Director in Feb-
roary 1984

DESCRIFTTON OF STUDY

The SC3 1s actually six separate case-con-
trol studies of the follcwing cancers: non-
Hodgkins's iymphoma (NHL), soft tissue
and other sarcomas (STS), Hodgkin's dis-
ease, ERsAl CAhceT, DAsOphAryngeal cancer,

© and priomry ilver cancer. These cancrs

were chosen. on the basis of literature avail-
abke winen the study was pianmed, to Inclutde
cancers that might plausibly be associaird
with exposure to phenoxy herbicides and
their contamfrants (mainly 2.3,7.8-tetrach-
lerodibenzo-p-dioxin, 2.3.7.8-TCDD, or
dioxin). From the cutset, the primary pur-
pose of the stody was 10 determine whether
serving tn Vietnam piaced men at a higher
risk of developing these cancers than if Lthey
had not gone. It was aiso piantmed, however,
to tmclude an analysis using some Agent
Orange exposure rating to see whether
there might be & correiation between level
of exposure and cancer risk. As it turned
out, the procediire envisioned to accomplish
this was no! acceptably rellable (this was
not the same tracking procedure that was
used in the ~validation study,” which exam-
ined the relationship between exposure esti-
mates baged on milltary recards and hlood
dioxin levels of veterans), and there was no
reasprehble alternative, According to CDC,
they asked the cancer registries partlcipat-
g io the study whetber blood dioxin analy-
ses could be added Lo the study. This was re-
jected by physicians treating the cancer pa-
tlenty, many of whom undsrstandably fell it
best interests lo

uals with cancer (cases™) ls identified. and
another group is identifled (“controls™),
who are as simfiar as possible o Lhe cases,
expect tha: they do not have cancer. For
the SCH, cases and coniols were identifled,
conlracted, snd interviewed by eight popu-
lation-tased capcer registries around the
country, according to a protocol drawn up
by CDC and approved by OTA. The study
Inriuded males boarn between the years 1929
and 1953, and Iirxt dlagnosed with cancer
between December 1, 1584 and Rovember
30, 1888 Cantrpla were ldentiflied by random
dight disling and frequency matched to the
lymphoms cases according to 5-year date of
birth interval, Deceased controls were iden-
tified for cases who died before they could
be interviewad.

In analyzing a case-control study, a deter-
mimation is aade for all individuals in the
study conecerning the ~risk facto= <" of In-
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terest. In the SCS, the main risk factor was
whether the men served in Vietham Using
Appropriate statistical anmivsis. an “odds
ratio” is arrived at, in this case siynitying
the odds of getting tie particular cancer
after serving In Vietnam versus the odds of
getiing the disesse without service {n Viet-
nam. (For rejatively rare diseases, such as
tne cancers in this study, Lthe odds ratio is
nearly equivalent to anociher measure, the
“relative risk.") An odds ratio of one (or a
number near one, allowing for chance de-
partures) connNoLes nNo excess risk.

In practice. & great deal of infarmation,
not just on particular risk factors, is gath-
ered on each participant. moch of it from
personal interview (or frominterviewing a
surrogaLe, for those who have died). In addi-
tion to using this information directly in the
analyses, [t ir used to adjust for differences
(e.g.. in demographio characteristics) that
may éxist between the cases and controls
The analyses and the ways in which the in-
formation was used in the SCS were appro-
priate and In accordance with good scientifie
practice,

In addition to interview information, CDC
ziso collected information. from military
records and: verified the diagnoses.of cases
by having pathologists review tissue speci-
niena

RESULTS

_In all, there were 1,157 men with NHL,
342 with STa. J10 with Hodgkin's disease 48
with nasal careinoma. 80 with nasopharyn-
#eal carcinoma, and 130 with primary liver
cancer. A pool of 1,776 controls was far each
cancer-speelfic’ anajysis, These numbers
make for & relatively powerful (In a statisti-
¢al sense) study. The power to detect a relk-
tite risk asx low as 2. (a relatively modent
risk) for an sssociation af service in Vietnam
with nan-Hodgkin’s lymphoma, soft. tissue
s=rcomas, or Hodgkin's Disease was well
crer 30%. For-the rarer Cancers - (nasal car-
cinoma, nasopharyngeal carcinoma, and pri-
mary liver cancers), the power was lower,
but still adequate to detect relative risks of

% or more. It. s worth noting that for rare-

diseases, even a. doubling of risk may
amoun: to a very smell number of extra
cases. :

The study found a modest excess risk of
NHL among Vietnam veterans, about 1.5
timea the risk for men who were not in Viet-
nam. and-this fihding was statistically sig-
nificant at the coanventionally-accepted 3
percent level. For the other cancers, no
excess risk was seen:for Vietnam vetermns,

Ome of the puzzling aspects of this elevat-

.ed risk for NHL is that- it appears to be
sTedtest among “‘biue water Navy” veterana,
who were not actunlly stationed In Vietham
but were on ships off the coast.. for men
who sctuslly wers stationed in Vietnam,
there s no statistically significant sxcess

risk. CDC points ont that this pattern of

riEk 8 not conalstent withh the hypothesis
that the cancers were agsociated with expo~
- sure {0. Agent Orange. No obvious explana.
ticn hex been put forth to explain thess re-
sulta. It in-posaible that the observed excess
risk is' an anomaly due to some unknown
“confounding variable,” something associat-
ed independently both with getting the
cancer and with having served In Vietnam
It could be'a chance finding. It could also
represent. & real risk frem some
commorr feature of serving “in Vietnam. ™
which would have to encompass serving in
the blue water Navy, as well as on land.
NEXD FOR FOLLOW-UP-

The results of the SCS do not suggest the
need for more studies. However; it would be
valusble for the Department ¢f Veterans
Affalrs to continue following the pattern of
causes of death among Vietham. veterana, ax
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they have been doing In their proportionate
mortatity study. In addition, while CDC has
analyzed the SCS data for all appropriate
military-related variables, it is a rich source
for anaiysis ! many other factora. e.g. oc-
cupational and other exposures renorted n
the {nterviews. The data should be further
anslyzed by CDC, or some provision made
to ensure that it is adequately accessible tn-
dependent researchera Much of the vaiue
of the data will be iost if this is not done.
NATIONAL ACADEMY OF SCIENCES,
Washington, DC, June !4, 1990.
Hon, ALAN CRANSTON,
Chairman. Semate. Washingion, DC.

Dxan MR CHAIRMAN: In response to your
request for comments on the Centers for
Disease Control (CDC) study of selected
cancera In Viemam Veterans, I enciose the
summary report ol our advisory commitiee
to the Public Heaith Service (PHS.) An ear-
lier version was presented to the House
Committee in testimony in April

The Institute of Medicine of the Natjonal
Arademy of Sciences convened our commit-
tee at PHS request to review the conduct of
the CDC study and the interpretation of
the data. The committee met with agency
representatives on five occasionsa and re-
viewed the final reports

Based on its discusgsions with the CDC
staff and the material it hex reviewed, the
committee belleves that the Selected Can-
cers Study makes s useful and important
coptribution to understanding the relation-
sbip. between: Vietnam experience and the
cancers under: study.. In the commitiee's
Judgment, the CDC's work meets the high-
&5t professional standards., :

The committee niso belleves that the data
collected in the Selected Cancers Study are
a valuable resource for other than studying
the hexlth effects of Vietnam service. Thus
the committes recommends that, after the
campietion of the current study, resources
be made- available for further analysis of
the Selected Cancers Study dats by CDC
stalf and their collaborators and eventually
by othery, :

1t the Institute of Medicine and the Acad-
emy can be of further assistance, please
don’t hestitate to call on us

Yours sincerely,
FRank Puxas,

President

SxixcTEs CancERs STUDY: ADVisOoRY COMMIT-
TER ON THE CINTERS For DisEgasy CONTROL
Srupr or THR HEALTH OoF Vizrkau VITEk-
ANE

(Review of CDC Draft Reports, SUMMARY
REPORT, Instituie of Medicine, National
Academy of Sciences, April 2%, 1900)
Noricx—The project that is the subject of

this report was approved by the Governing

Board of the National Research Council,

wheose members are drawn from the councils

of the National Academy of Sclences, the

National Academy of Engineering, and the

Instituts. of Medicine. The members. of the

commitiee responsible for the report were

chosen for their. special competencies and
with regard for sppropriate balance.

This report has been reviewed by a group
other than the authors according to proce-
dures approved by the Report Review Com-
mittee consisting of members of the Nation-
al Academy of Sciences, the Nationa! Acade-
my of Engineering, and the Institute of
Medicine,

The Institute of Medicine was chartered
in 1870 by the National Academy of Sci-
ences {0 eniist distinguished members of ap-
propriale professions in the -examination of
policy. matters pertaining to-the heslth of.
the publie. In thia, the Institute acts under
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beth the Academny's 1883 congression
charter responsibility. to be an sdviser to ti
federnl government and (s own icRiative
identifying txsues of medical care, researe
and education

This study is supported by the Centers {
Disease Control under contract number 20
86-0851. 2101 Constitution Avenus, H.WA
Washington, DC. 20418, {202) 334-3300

ADVISORY COMMITIER ON TTIE CDC STTDY OF
THE EXZALTH OF VIETNAM VETIRANS

Board of Health Promotion and Discose
Preveniion

Leon Gordls. Professor and Chairman. D
partment of Epidemiolegy. The sohns Hol
kins Unpiversity School of Hygienes Aar
Public Health, Baltimore. Maryland.

Ear} Philip Benditt. Professor, Depar
ment of Pathaology. School of Medicine, Un
versity of Washington, Seattle.

Norman E Breslow, Professor and Chai
man, Department of Biostatistics, Thivers
ty of Washington, Seattie.

Paul Stoliey, Herbert C. Rarer Professc
of Medical Sciences, University of Pennsy
vania, School of Medicine, Philadelphia.

M. Donald Whorton, Executive Vice Pres
dent and Chief Medical Scientist. ENSI
Health Sciences, Alameda, California

Institute of Medicine

Gary B. Ellls. Director, Division of Healt
Promouon and Disease Prevention: Michas
A. Stoto, Study Director; Donna Thompsol
Secretary.

INTRODUCTION

In May 1985, James Mason, then Actin
Agsistant Secretary of Health. requeste
that the Institute of Medicine (10M) estat
lish 3 commitiee to assist the Centers {i
Disease Control {CDC) in its conduct of ep
demiologic studies on the health of Vietnan
veterans. These studies are mandated b
publle laws 98-151 and 97-22, and reptesen
a large and complex effart to determine th
possible long-term hexllh effects of Vie
nam veterans exposure to herbicides, includ
Ing Agent Orange (the Agent Orange Study
ACUS), the possible long-term effects of mil:
tary service in Vietnam (the Vietmam Expe
rience Study, VES), and the risk of seiects
cancers (the Seiectad Cancers Study, SCS)

" In September 1985, the CDC contracte

with the IOM (1) to advise on Lhe conduc
of thess three studies, (2) to advise on Lhe
{nterpretation of the data collected, and 3
to-provide prepublication review of the CD(
reports presenting analyses of these dals
Exlensive work to obtain reliable exposure
daLs demonstrated that the AQOS study wa
not scienttiicnlly feasible, The IOM over
sight haxz therefore been primarily directec
to consideration of the VES and SCS stud
fes

To fulfill the CDC contract, the IOM ap-
pointed & broadly expert committee (o
review the VES cohort study. Eleven reports
were prepared and submitted to the CDC ta
complete the three tasks identified above
On completion of the study by the CDC.
VES results were published in three articies
In the Journal of the American Medical As-
soclation ! and the original I0M committee
was disbanded.

In 1988 the IOM appointed the Seiected
Cancers Study committee to advise the CDC
on its study of the association between cer-
tain cancers and Vietnam service, A it of
the committee members is attached The
primary cbjective of the SCS s to deter
mine whether there {3 an assoctation be-
tween service (n Vietnam and the risk of de-
veloping any of six types of cancer—Hodg-

' Health Status of Vietnam Veterana (3 paperx),
Vol 230(18X:2T01-2718, May 13, 1988, .
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km's disease. non-HBodekins lymphoma
(NHL). soft tizsue mnd othyer sarcomas. nasad
ancer, nasopharsmeeal cancer, and primary
liver cancer. The FOM commitiee ms exam-
med Ihenudy Protocods, methods, and vech-

edmmlm.ulthirdmo-lhepre-
liminary analysis of the Hodgiin's disease
and sarcomsa dars was completed in July
1988, and B3 feurth report on ihe othrer can-
cers and plans lar presentation of the final
results was completed in January 1890. On
March 11, 1990 the comunittee met with the
CDC staff 1o review & draft of the CDC's
final reparts an the SCE Draft reports en
{1} non-Hodgkln's lymnphama. (2) aoft Hsms
and other smarcomas, and /3) the other can-
cers along with draflt executive summary
were Qlstrtbutad o the commitiee in ad-

vanre, At the meeting members af the ION

undertaking, and the IOM committes com-
mends the CDC staf{ an their efforts and

l.nlueullerramna.t.he eummm.ee foand
Uw stady plen to. be a good one. The

high = originally pisrned. but & smfficlent
™ detect four-fold incresses In risk {(similar
mth-thtmuhmmm-hm
stmtiey,

ﬁrcunmn,r.u.- Is salisfied with the ra-

geugraphical regiorm of the susdy. The com-
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mittre riso feels that tiye requirerment for
submission of histologieat specimens of each
remor for confirnration of pathologreal diag-
nosis i3 very vajuable and atdds to the validy-
ty of the siudy's resuits The commiltee re-
viewed the data showing that dloxin m the
serum of Vietham-era veterans ia generally
At background leveis apd & not correlated
TWh repored exposuresr Por this reason.
and becairse it was ot feasible to galner the
DecesRaly serim irom Lhe cnses and controls
io the SCS study, the commities conmuured
with CDC that serum dioxin messures
shouid nod be wsed

Becanse of poterstiai gaps and errors in

Group (ESG) n Vietam-era military serv-
ice, the committee recommended that CDC
develop an 4 prwornt pian . for andling dis-
crepanicies between the sedf.reported snd
the ESG data, laking imo sccount the ex-
pected srengihs and weakhesses of cach
dats soNTTE,

The commilies aiso recommended that
the CDC continwe to refine ils mexsuxes of
poterrtial sources of exposure to diaxin vut-
side of Vietoam, in addition to potentisd ex-
poyures through herbicides and pestiidesy.

Amatynis
At ita first meeting, the commities urged

A& rigoroua, detniled anatyzis of the con-

founding factora and variablexs other than
the Vietham experience that might show an
axsociation- with the hndividual cancers se-
lected 1ar stndy in arder to answer ey ques-
tions about service In Vietnam and at the
same time yleld Informsation concerning the
riak factors far the developmeot of these
cancers

The committee discusaed the ationale for
the approaches to data analysis such as the
use of conditlanal va. unconditiomd logistic

scriptive data in simpie graphieal and tabuy-
lar forma. The committes’ concurs odth
CD{C's plan to calculats exact confidence in--
tervala for odds ratios when passible and use
approximats canfidence intarvals oniy shen
exact resuils are ot arsilable. sach as for
canditional multivariste logisiic regression
analyses

The mmnm.ee- feels that decisions about:
which ¢ovariates to Include in multiple W=
gistic regreszion anaiyses. to. adjusi odds
ratios showid emplay prior mowledge and

,scientiflc judgment, and should not rely

solely on a statistical procedure such as
step-wise regrassinn, Glwen the nature of
the study and tha lsck of deflnitive informa-
tion on all af the potential causes of soft-
tissue cancers, the committese felt that the-
CDC efforts o !dentily “data-based” con-
founding vertables are appropriste = jong
m they e Hovited to those variebles for
which. a priori, there s some information
o inditate a pobentin]l capsal reiacionship:
with the welected caneers or some other
definite respon for connideration.

The cormamitice recormmended that 2 con-
sizstent policy be developed for presenting
ockds retios in confietion with cross tabuts.
tons of cses and contawis by study varha-
bles and that 3 consistent wordiny be used
for reporting statisticad resuits thmt are sg-
Festive of an ussoctation bzt not statistically
significant. Odds ration 'shrould generadly be
sccorminnted by xn xppropriate confidence
murtalnwpthmthemnlto!n
sermitirity snalyais.

. The presartztion of contingency tables or
odds ratios. ax messdares of assoclation for
multiple sabeets of the data can sonretinmes
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be informative, However. because there are
a laTge number of variabies under inNVesLiga-
tlon. many of the odds ratios in such small
subgroups can take on very large or very
smmll values solely becanse of chance fluctu-
atiuns. Thus, in journal articles and in
CDC's report to Coogress, the commillee
recoammended thal the CDC deveion a $y§
tematic appraach to the presentation of
subset anaiyses that gives as much tnforma-
tion as posable bul tends 1o avoid the pres-
entation of large effects thal are probably
due Lo chance.

Alier reviewing s number of allernaiive
dats presentation formais for journal arti-
cles and its report Lo Congress the commil-
Lee recomnsmdod thal CDC present the re-
suite of its comprehensive analyses of the
main effects of Vietnam exposures on
carscer rsk and of possible interactions with
age and other potential modifiers. When 1n
its judgment there is some evidence tial the
tileocts of expoture may dilfer in diflierent
subgroups, subgroup data in the form of 2x2
tabies should bé presebled aiso so {hal the
reader can 3ee the hasic data. This approach
has the sdvanisge of taking into account
the multivarinte compiexily in the data as
well ax avoiding Lhe probiems of preseniing
many amall tabdes

The commitioe could not identily a gener-
al greferred solution to potential problems

misclassification, selection bhias and 3o

saits of the analyees are similar despile the

Despite the aeed for these sensitivity
analyses, tie committee feels that {ar the
presentation It is important to have &
decision rules {or handling these mat-

the studies and umalysea Therefore.
Lhe commiitee recommended that the CDC
make every ellort W develop oansistent
rules, including for ench disesse utrder

the sencitiviky analyses.
Inclusicon eriterin {of Uae nemal NAsOREALYTY-
zm.l.andprl.nury lvar cancers In the pre-
anaiyses af both the nasal amt na-
sopharyngesl cancers the CDC had includ-
ed & small pumber of cases of cancer of the
nose and the nasopharynx that are not of
epidermal origin. Inciuding a few cases of
lymphomra. Becknze most of the informa-
tfon on rixk fectors on which the hypoth-
eses were deveioped and the corariates were
selected relate Lo wpidermoid cancers per se,
pot the brosder group, the commitiee rec-
ommended thmt thre baxic statistical amaly-
sex use the epidermoid cancer data atonhe.

In the case of primary liver cancer, howev.
er, the avallzbie epidemiological evidence
does not suegest any dfference between the
iown and suspected rizsk factors for the
ton major kinds of primary tiver carcer: he-
patocellular aarcinoma and cholangiocarei-
noma. Because there |3 no evidence of any
epidemiviopieal  difference, and becyime
pooting thre data wouid ineresse the power
of the staristical tests, in this instance the
comnittes recommended that both kinds of
primary Hver canrer tazes be Inchuded in the
soatistical aralyses

The commitlee agreed with the CDC that
it is prefersbie to exciude from the statisti-
cal analysis those men ot eligibte to serve
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in Vietnam by virtue of baving resided out-
sid- the United States just as nan-eligible
subjects are excluded [rom s randomized
trtal. However, to test the senxitivity of the
resilia to thia decision, the committee sug-
gested Lthat, in addition to the primary anal-
yais, the CDC perform multivariate statisti-
cxi anaiyses on the full data set (that is, in-
cluding those not eligihle to serve) appropri-
atrly controlling for eligibi}ity vartables

Similarly, because the etiology of AIDS
and non-AIDS lymphomas are likely to be
very different. the committee feels that it is
best to exclude subjects reported to have
AIDS from the primary analyxis, However,
to test the sensitivity of the results to thia
decision, the committee suggested that the
CDC performn multivariate statisticai analy-
ses on the full data set (that is, including
both the AIDS-and non-AIDS.subjects) ap-
propriately. controlling for AIDS statua
The commitiee further recommended that
the CDC carefully examine the “never mar-
ried” and “Intravenous drug use™ variables
because they might be associated with un-
ideniified AIDS cases.

The cammittee reviewed the statistics on
the self-reported use of malaria prophylexis
by veterans statloned in or off the coast of
Vietnam: and agree that the data were gues-
tionable, given what is mown about mili-
tary polities during the Vietham era As
part of a senaitivity analyais, the committee
recommended that the CDC cirry out two
sels of statistical calculations: one assuming
that all men stationed in or off the coast of
Vietnam . were taking malaria- prophyiatics.
::ld another accepting . the data st face

ue.’

The committee w50 reviewed the CDC's
plans. for detailed analys=s of the non-Hodg-
kin's’ lymphoma data, taking into account
the-branch of millitary service in which the
men served, and addressed the issue of what
woild be. an appropriate reference. group.
The committea feels that CDC has to go
back to the criginal hypotheses to answer
such & question. The primary hypothesis is
that Vietnam service is associsted with ench
of the cancers under study, so therefore the
appropriate primary referenee group should
be men who did not serve in Vistnam, re-
gardiess of othar miiltary service.

Far this and-other purposes; however, the
committee feels that there ix value in
having multiple reference groups and. thus
the committes recommended that the CDC
further explore the effect of brangh of mill-

. tary. service and other factors uxing two

other reference groups: (1} men with miH-
tary but.not Vietnam aarviea. tn.d (2) men
with no militery servics,
. Presentation of ra-n.l.tl
ports and iis discuszions with the CDC staff,
the commiitee  developed- the following rec-
- ommendations. about .the presentaton: and
Intertretation of Lhe remilta:
Pirst, the..committes recommends that

CDC should more hilly note the history .of-

the. SC3S study in the introduction and dis

cussionr sections-of the-reports. . This would:

include s acknowledgement of- the study's

original- focus on Agent Crange and: a - dis-.

cussion of the reasony for not using physical
measures of dioxin exposure or more de-
tailed exposure measures based on self-
report or milltary records, .
Second, the committee recommends that

the CDC. explicitly acknow]edge and discuss

alternative expianations for the elevated
relative risk.associated with Vietnam service
found in the NHL study. Specifically, the
commit suggesws that final CDC reports
address the problem of multiple eompari-
sans and posmible misclassification of Viet-
nam service, as discussed below:

Based on. its review of the draft final re-
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Third, the committee: tecommends that
the CDC review the use of terms reiating to
statistical significance, defipition of Viet-
nam service, and senaitivity anaiysis in the
text, and make them as ciear and consistent
&S possibie,

General comments

The committee commends the CDC staff
for their efforts in the design of the study
and the analysis of its results. The staff
have been extremely responsive to the com-
mittee's recommendations. Epidemjologic
studies always require difficuit judgments
and face many constrainta. The committee
feels that the CDC staff have carried out
the best study posaible under the circum-
stances In the committee’s judgment. their
work meets the highest prolessional stand-
arda

The data collected In the Selected Cancer
Study are a valushle resource for other
than studying the health efiects of Vietnam
service. As s -large-sample case-control study
with careful pathological confirmation and
extensive reported exposure data, the deta
constitute an- extremely wvaluable resource
for exploring the full range of otccupational
and environmental exposures that might be
related to the aix eancers under study. Pur-
thermore, A comparison of the distribution
of cell types for AlDS-related and other
NHL's might reveal important new informa-
tion about the pathology of AfDS, Thus the
commities recommends that, after the com-
pletion of the current study, resources be
made available for further analysis of the
SC3 data by CDC staf{ and their collabora-
tors and eventually by others. -

- PunLic HEALTH SERVICK. -
Washingion, DC, May 24, 1980,
Hon Aran CeANsTORN,
Chairman, Commitiee on Veterans’ AjJairs,
US, Senate. Washington; DC.

Dxar Ma CEAIRMAN: Wherr Dr. Willlam
Roper. transmitted the Selected Cancers
Study to the Ranking Majority and Minort-
ty Members of the Senate and House Veter-
ana’ Affairs Committees: he indicated that a
Science Panei- review of the study would
follow within approximately 8 weeks. That
review has beent compieted and is enclosed.

Identical letters are being sent to Senator
Prank H. Murkowski; Congressman G.V
(Bonny) Montgumery. Chairman of the
House of Representatives Veterans' Affairs
Committes; and Congressman Bob Stump,
Rn.nk:l.n; Minority Member of that commit-

Sincerely yours,
Jaues O, Mison. MD. Dr P H_
Aszistant Secreiary for Healfh,

Pumric HEALTH SEXVICE..
Crreas ron Diazase CoONTROL,
Washingion, DC, May 18, 1850.
MOMORaNGIT™

Emm. mt Director for-Science, Center

for Environmental Health and Inju.ry
Controk
Subject: Agent Orange Trsk Forces/Science
Panel Review of Seiected Cancers Study.
Tot Vernon N. Houk, M.D:, Director, Center
lor Environmental Health and Injury
Control

In this memorandum, 1 will summarize
the comments of the members of the Sd-
ence Panel of the Agent Orange Tauk Force
on the Seiected Cancers Study.

The consensus of the Science Panel:ls that
this was s very thorough and.carefully con-
ducted set of case-control studies of cancers
wnich had been associated in the lterature
with exposure to phenoxyherbicides and
chlarophenol, Although the study looked at
exposure to Agent Orange, it emphasized
the paint that thjis was.-not a study 'of Agent
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Orange exposure but of service in Vietnam
a3 & possible rick factor for these particuiar
malignaneies. Greal care-was taken in he
design of the study. In conflrmation of ail
coses of cancer included in the study &y
blinded pathological review of sildes and tis-
sues. and in validation of reported military
service through the records of the Environ-
mental Studies Group, Department of De-
fense. The papers were clearly written and
the conclusions supported by the appropri-
ate tables

The Science Panel concurs with the con-
clusiana of the Selected Capcers Study.

Dastxr A Horruan, PhD., M P.H.

DEPARTMENT OF VITERANE AFFAIRS,
Orricy or THE GenERaL COUNSEL,
Washingtom, DC, Sepiember 11, 1994.
Hon. ALAN CRANSTOR,
Chairman, Commiltee on Veterans' Affairs
UI.S. Senate Waghinpitem, DC.

Deag Mr, CraxsTON. You had previously
requested the views of the Veterans’ Adviso-
ry Committes o Environmnental Hazards on
two reports & study by the Centers for Dis-
ease Control. “The Association of Seiected
Cancers with Service in the U8, Mllitary in
Vietnam” and a report by the Agent Crange
Scientific Taik Force entitled, “A review of
the Scientific Literature on Human Health
Effects Associated with Exposure to Herbi-
cides and/or Their Associated Contami-
nants—Chlorinated Digoxins.” The Commit-
tee considered those reports at fts May,
1980, meeting. A copy of the minutes of that
meeting is enciosed. (These topics are dis-
cussed at.pp. 4 and 5 of the May 17, 1590,
minutex.) I am also enclosing a copy of the
transmittal memorandum to Secretary Der-
winski which also discusses thie report of the
Agent Orange Task Forece.

It I may be of further assistance, plense
let me Xnow. e

Sincerely.
FubeRtc L. Comway,

Erecutive Secrefary,

Veterans’ Adrisory Commilice

on Environmenial Hozards,

DEPARTMYNT OF

VETERANS APFALES.

September 10. 1380,

MEwOSAaNDUM
From:. Executive Seeretary, Veterans' Advi-
sary Committee on Environmental Haz-
arda.
Subject: Minutes of May 18-17, 1930, Mcet-

Ing.

L. The Veterans Advisory Committee on
Environmental Hazards met on May 18 and
17, 1890, (The minutes of that meeting are
attached.) It reviewed the scientific litera-
ture relating to whether there in a signifi-
cant statistical associatian between expo-
sure to o herbicide containing- dioxin and
the subsequent development of a soft tissue
sarcoma. Alter considering over 80 articles,
the Committes concluded that the weight of
the evidence was such that It was at Jeast as
likely as not that such an- amyociation exist-
ed. Committes members noted that work
done i Sweden was strongly compelling for
an association while studies done eisewhere
not showing an association were alsa very
strong. It was noted by Committee members
that the positive studies tended to be con-
fined to one geographic ares of the world
and that studies invoiving Vietham veterans:
did oot find such an association. Neverthe-
leas, in keeping with the requirement Lthat
reasanable doubt be exercised in favor of an
association when the evidence is In approx-
late balance, the Comimittee recommended
that, in their -opinion, there was 8 signifi-
cant satistical association between expo-
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sure to 3 herbicide containing dioxin and
soft tissue aarcomas. " Several Committee
members noted, however, that they did not
belleve that the evidence demonstrated a
causal association

1 In the course of their review of the Uit~
erature, the Committee conxidered the
report of the Agent Orange Scientiflc Tazk
Force. The Committee agreed with & review
prepared by Dr. Whitlock. In his review, he
noled that the studies cited by the Agent
Orange Scientific Task Force contained one
or more of the following shortcomings: (1)
In most of the reports, exposure to
phenoxyacetic acid and/or chiorinated dlox-
ins was inferred. and not documented. (2} In
some cases, the populations studied werms
sl exposed to other chemicals. (3) In
almost none of the studles was there an at-
tempt to demonstratie a dose-responsa rela-
tionahip between (presumed) exposure and
an adverse health effect(s). The lack of sde-
quate exposure data, in the Committee's
opinion, mads it difficult (if not imposxible)
to draw firm conclusions from these epide-
miojogic studies,

3. The Committee commented that while
the Agent Orange Scientific Task Force also
recognized thia limitation on the inferences

.one could draw from the lterature, it pro-
vided no new dats or novel analyses that ad-
dressed the problem, The Committee also

- siated that the Task Forve falled to docu-

ment its approach to “synthesizing all of
the availahle dats to determine their overall
or sggregate meaning.” In the Committee’'s
opinion, the absence of such documentstion
the Taak Force's conctusions scientif-
indefenxibie.

4 The Committes also noted that the
Task Force lmplied that the possible ad-
verse health effects of phenoxyacetic acids
and/or chilorinated dioxing depended not
only upon exposure to the compund of in-
terest but aiso upon the genetic makeup of
the individual and his/her exposure to
other chemical substances, The Task FPoree
provided no new data or information that
addressed these imnues,

5. The Task Parce noted correctly that,
for regulatory purposes, a chemical that.
CAUBSS- cancer in-animalz should be consid-
ered a potential -human carcinogen. Howev-
er. the Committes commented, its classifica--
tion as & potential carcinogen does not. con-
stitute evidence: that 2.3.7.8-TCDD does, In
fact, produce cancer in man. There |s even
evidence {rom animal studles (not cited by
the Task:Force) that 2.3,7,8-TCDD produces
& protective (Le., anti-carcinogenic) effect in
animals. subsequently expcsed to carcino-
renic polyeyciie aromatic hydrocarbans [(See
Cohen, G.M., et al. Cancer Rex 19 4027-
4033 (1979 DIGlowmnni J., et al, Cancer
Rex 40: 1580-1587 (1580)] By analogy, thess
ohservations: rmise the. possthility that
23.78-TCDD may. under ceriain- circum-
stances, produce a similar protective effect
in humans, The Committee noted that this
conecept ia not discussed by. the Task Force
in its report.

4 From & scientific standpoint, in the
opinion of .the Committes, the conclusions
of the Task Force represent an over-inter-
pretation of the inconclusive data and an
oversimplifieation of a complex biclogical
procesa. The Task Force presented only a
selective review of. the literature and -its
review appeared td be generally uncritical
and - Ilscking* of' ‘any discussion of the
strengths: and- weaknesses of a- particulgr

study..
= : : Paxpzric L. Conwar, -
. - . Executive Secretary.
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MInNUTES oF VErTRANS' ADVISORY COMMITTIR
on ENvIRONMENTAL HAZARDE, MaY 17, 1900

When the Council resumed, it reviewed 3
paper by Milham Samuel, “Herbicides. Oc-.
cupation, and Cancer. “Lancef, June 28,
1882, p. 14684, Dr. Kuriand, the primary re-
viewer, commented that the exposure as-
sessment made by the author was indirect
and somewhat uncertain This was the zame
observation made by Dr. Whitlock in his
written comment Both reviewers character-
ized the paper a3 valid and inconclusive,

Next, the Council reviewed a paper by
Bond, et al, "Medical and Morbidity surveil-
lance findings among empioyees potentially
expased to TCDD.” Br. J. Industrial Med
40: 118224 (1943). Dr. Eurland, the primary
reviewer, though that the exposure assess-
ment. in this study was also somewhat un-
certain, He commented to that while the
study was negative for soft tisyue sarcoma.
ft had inadequate power. Therefore., he
characterized the study as valid but incon-
clusive. Dr. Whitlock, the secondary review-
er, made the same obzervations in his writ-
ten comments.

Dr. Euriand served as primary reviewer
for Smith, et al, “Soft Tissue Sarcoms and
Exposure to Phenoxyherbicides and Chloro-
phenols in New Zealand,” JNCI 73: 1111-
1117 (1984). (See note 60.) It was noted that
this paper had been previously reviewed in
conjunction with a later paper by Smith (see
mote §1). It was agreed that taken together
the papers should be described as valid and
negative,

The next paper considered was Hoar, et
al. “Herbicides and Colon Cancer.” Lancet,
June 1, 1983, pp, 1277-1278. Dr. Euriand;
the primary reviewer, observed that the
paper wan valld with respect to colon cancer
but that it-was not pertinent with regards to
soft tissue sarcomas.

The Council next took up a paper by
Coggon, et al, “Mortality of workers ex-
posed- to 2 methyl4 chlorophenoxyacetic
acld,” Sean. J, Work Environ Healih 12
448-454 (1888). Dr. Eurland agnin served as
primary reviewer. He noted that there waa
one desth from soft tissue sarcoma in the
expased cohort compared with 1 death ex-
pected. He thought the study to be valld but
inconchuxive. Dr. Melvin, the secondary re-
viewer, agreed also commenting on the
study's low power and observing that mis-
ciasgification of tumor type could result.in
very different cutcamea.

The next paper reviewed was by Bond, et
al, "Evaluation of Mortality Paiterns
Among Chemical Workers with Chioracrne,”
Chemosphere 16: 2117-2121 (1987). Dr. Eur-
land noted that while there was no signifi-
cant difference between the observed and
expected cases of soft tizmye sarcoma (0 ob-
aserved. 0/1 expected) the study lacked ade-

‘quate power  dus to Its small size. Conse-

quently, he called the study valld but incon-
clugive. Dr. Melvin; the second reviewer,

agreed.

A paper by Forvier, et al, “Mortality of
Austrulian. Veterans of the Vietnarm Con-
fict and- the Period and lLocation of Their
Vietnam Service.” Military Medicine 152
117-123 (1987) was reviewed next. Dr. Eur-
land, the primary reviewer, observed that
there was nothing In this paper with respect
to- soft tizsue sarcoma. He cxlled the study
valld but inconclusive for soft. tissue sarco-
ma,

The Council then congldered two papers

by Stellman. et al, "Combat and Herbicide
Exposures in Vietnam among a Sample of
American Légionnaires ™ Environ. Rea 4T:
112-128 (1988) and “Health and Reproduc-
tive: Outcomes among American Legion.
naires in Redation to Combat and Herbicide
Exposure - in Vietnam.”" Environ.” Rese 4T:
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150-174 (1988}, The first paper was not con-
sidered to be pertinent to the issue of soft
tissue sarcoma. Concerning the second
paper. Dr. Coiton referred to the observa-
tiona of the authors that “(b)ecause of the
low background rates of all types of cancer
in & group with this age distribution, the
present study does not have the statisiical |
power to detect such effecis Also for the
majority of the cohort. lnsufficient tlme has
elapsed for the natural latency of the dis-
ease process to have passed” Dr. Euriand,
the primary reviewer, agreed with this char-
acterization. Dr. Meivin, the second review-
er, commentled on the low response rale in
this study t0 the questionnaire. Dr. Lathrop
agreed thal & 1oW response rate could chitse
considerable probiema particuiarly Uf there
was a differential with respect to the cases
and the contro) groupa Dr. Euriand noted
he would generally dismiss a study as incon-
clusive if it had a response raie of less than
9% and the responss rate in this study was
of the order of 60 w 65%. Dr. Melvin com-
mented that he thought that the bench-
mark response rate shouid be of the order
of 75% or better.

Dr. Yanders observed that the first paper
did not purport to produce evidence on soft
tissue sarcomas and the second paper, in
view of the authors’ comments. also did not
provide any pertinent informatlon concern-
ing soft tissue sarcomas. Council members
agreed with this charscterization,

The next paper reviewed was Hardell, et
al, “Exposure 0 Hair Dyes and Polychlori-
nated Dibenzo-p-dioxins In AIIDS Patients
With Eaposi Sarcama: An Epidemioclogical
Investigation,” Cancer Detection and Pre-
vention Supplement 1.567-570 (1987). Dr.
Eurland, the primary reviewer, commented
on the fact that the cases in this study were
interviewed in the outpatlent department or
in the hospital whereas the controls were
interviewed over the telephone. He also
noted that the study focused on Kaposi's
sarcoma and asked whether that could prop-
erly be classified azx a spft tissue sarcoma.
There was 8 general consensus among Coun-
cil members that it was not a soft tissue sar-
coma. The paper was then thought not to
be pertinent to the Council’s consideration.
Dr. Whitlock In his written comments said
that the study design, the exposure assess-
ment and the cheoice of the control were
each Inadequately described. For that
reagony, he thought the study to be invalid

The Council then reviewed a paper by
Tong, et al, “"Elevated Levels of 2.3,7.8-
TCDD in the Tissue of an Agricultural
Sprayer of Herbicidess A Single Case
Study,” Chemosphere 18:469—478 (1989). Dr.
Euriand noted that this was 3 single case
report and did not think it to be pertinent.
The Councii also felt that the next paper
was not pertinent: Centen, et al., “Copropor-
phyrinuria and Chronic Hepatic Forphyria
Type A Found in People From Seveso
(Itsly) Exposed to 2,378 -Tetrachliorodi-
benzo-p-dioxin (TCDD),” Chemical Por-
phyric in Men, Strik and Eoeman, eds. El-
sevier/North-Holland Biomedical Press,
1979, pp. TS-8L.

The Council next considered a paper by
Pazderova-Vejlupkova, et al. “The Develop-
ment and Pregnosis of Chronic Intoxication
by Tetrachlorodibenzo-p-dioxin in Men.”
Arch Eaviron. Health 36:5-11 (1881). Mem-
bers commented on study's findings reiative
to prophytia cutanes tards and the appar-
ent high levels of exposure the workers ex-
periencéd. Dr. Kurland noted that among
the  reported findings was the relatively
good reproduction experience which sug.
gested that exposure would not be expected
to give rise W a genetic mutation. With re-
gRTd3 to soft tissue sarcoma. it was belleved



S 18281

that the study pepulstion was too omzl}
thereby gving the study low potrer and the
Iatency period of 18 years wus thought to be
very short. Dr. Bensder sald har characterised
it a5 x series 0L ense reposts and that while
the study was valkd, [t was Dot pertinent to
saft tisue sarcomas,

The Council then reviewed & paper 4y An-
derson, et al, “Wisconain Vistnam Veteran

that the stody, being & PMR stney, lacked
ihe armiyvtic capabffity te detert am in-
creased risk for eithey mortality or merbid]-
ty. It was noied that the Coopedl had eon-
sidered other PMAL studies ag either valld
positive or negutive se Lhiy stody should be
congldered to be valid negative. Dr Medrin
oblu=reed that the study dhi not nddress the
beve of exposure to diowin centsined in
Z4.3%T.

Or. Yanders then reperted thet he ad

He went
0B tor nete hat thir stody, slong with a
numiey of other papers reviewed by the
Council, had a coamon format of being a
follow uwp monality study of & group ol
prefle who were cither clesrly exposed or
quite poacibly exposed Lo diexin, He raised
the question of whelher these stixdies mere
poolable 30 ax L9 give Lhem sulficient power
Lo sAy somelbing meaningiul alowt mortali-
ty due ta 5ot msue sascome,
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Dir. Bendey madle the additional comment
ebewl the Dond paper that with 12 to 13
Years of follow up ik Ay be just an the
inside edge of 1 ressonshle Istency perind
and thet with time, cthe obaerved fIndingy
mzy beeome mare clearty significanr.

Admiral Zuwnwait then proferred the doc-

TCDD: He made the observation that the
fart that Dew Chemrien] hmd oot made
nown thix irformation for over 1T yesrs
should be tadkery mte seeowm in considering
the value of their studies.

eantrol methodoiogy. He agreed with Dr.

Ay ¢r MAY Dot be reisted ta the exact
structure of 23,78 FCDD. Admiral Zom-
wall stated thmt his eomwnernrts were pointed
towmrd- e [otegyity of the commmay. D
EKuriznm cheerved that the concentration of
the caEtamisants may fave s besring om
whether theiy existenes was known and that

ey have o ;eaning i teym, af exposure,
Dr. Mieiviz poted thal the coanpounds in the
paper distributed by Admivel Zumuwatt,
Erumel and Arnold. “A Study of the Forma-
tiow and Bereowal of Imparities in the Proc-

that they bad beem identified chemically
and sructarally, he was bot awzre of any
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studies in tonicology fer these twe com-
poundas. He 1lso nefed that they were &e-
trcfed R an eld building after the process
bad beens moved (o another buliding and
that it was not known Uf they were jooking
A pracess-induced coamination Or con-
tamination {rom sams oLher source.

Dr. Yanders susgesied that further ciscus
sion of this paper be deferred untg after the
members had & chance to consider it in
more detgll,

The Counci} then reviewed a study by the
Centers for Disease Controt, “The Associa-
tion of Selected Cancers with Service in Lhe
TS Miiltary o Vietnzm.™ 1999, Dr
Yanders served 1g the primery reviewer. He
stated that thre study wesr s carefully con-
ducted case comtrol stody and thet the ao-
thors clesriy set [(orth thelr findtops. the
most imporiant of which was the signifieant
incrense D risk fer pon-Hodgkins iym-
phorm smong Vietnars veterans With re-
Spect Lo saft lisnie sarenms, he noved that i
was negative. Berause of the natore arkd
mamner ol the study, he thoughe it should
be charascterized ax wenlid and megative (or
soft tissue sarcoma. Dr. Colton, the second-
ary reviewey, agreext He thought one of the
strengtie of Lhe study vas the confirmation
of diagrosis. He fels that the stady was very
SFONE methixiciegicalliy apd that it was a
valid pegadive study,. With respeet to Agent
Orange exposure. however, (he study was
unindormative

Dr. Caltan ohserved that the Couneil bhad
chasacterized case control Eudies conducted
In Sweden as valid and positive and he
noted, they have been replicated in Sweden.
On the other hand, cass control studies coq-
ducted eisewhere tended ta be pegalive.

Admiral Zumwalt criticized the Selected
Cancers Study because it apalyzed service in
Vietham and did not attempt to focus on
those individoals who were truly exposed.
He was ziso critical of the Tery nArrow
period of time i which dagnosss were
made and comunented that thet mey well
have been: before the perfod of maxirmom la-
terwy. He was alse eritienl of the zuthors”
sssertfon that Diue wager Naty personne}
were not exposed (o Agernd: Oranpe. Fe
argned many in the bine water Navy served
multiple toars inD Vietnar, some aise serving
In the brown watar Nary and therefore had
sigrifimnt oppostunity [or exposure. If
thess were remaoved [rom the uteXhosed

Dr. Calton noted thak tihvs ef{ort was not
L\be resuit of & snde =ffort on the part of the
Ceniers {or Disense Coniroch He observed
that this study had undergone extensive
peer meview, inchuding reviews by the Cone
greswionad Office of Technology Assessaent
and the Srience Panel of the Agent Orange
Working Group, Adnairal Zumwalt stated
that the fact that the sthdy may have un-
dergone extensive peer review had no bear-
ing an whether the study properly classified
people 0 terms of their expowires. He com-
mented that be spoke with a persan wno
served onr a review pane! and that he had
not known abaut potential exposure of blue
wzter Navy personnet Dr. Coitonr stated
that the study coold not deal directly with
Agent Orance exposure, & deficiency sfrered
by meny of the stvdfes reviewed by the
Cammittee. Admiral Zumwsit thought that
a realistic exyposed group eouhd have and
shouid have been cbtained through the wse
of bDiood dexin levels. Dr. Lathrep eewr-
mented that that was not possible 3¢ the
mme e study was deugned and conduct e
He further noted that the Centers for Die-
ense Conirok mrade ne pretense that this sas
An Apent Orzoge study; it was & Vietnam
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experience study and on that basis showed
significant results.

Dr. Lathrop questioned how Admiral
Zumwalt could accept the non-Hodgkin's
lymphoma findings and refute the other
findings of the study. Admiral Zumwalt
stated that In the caze of non-Hodgkinz's
lymphoma, even though there was signifi-
cant diiution due to misciassification. If an
exposed group had been looked st the re-
suits would have been even more significant.
Dr. Lathrop suggested that Admiral Zum-
wall might want to encourage research in.
volving highly exposed persons. Admiral
Zumwnit stated that Dr. Lathrop came at
the probiem from the viewpoint that there
WAS NOo correlation wheress he came at it
{rom the perspective that he thought thers
was. He thought that the Commities was {1+
naily getting a balancing of viewa Dr.
Colton took issue with Admiral Zumwalt's
comments. saying that Committee members
came to the issue with an open mind and
without any preconceived notiona Admirai
Zumwalit stated that in reriewing the tran-
scTipts. it was his judgment that Dr. Lath-
rop often spught to characterize inconclu-
sive studies as negative and positive studies
as lnconclusive. He thought that evidenced
biag in the other direction Irom his own-
after having gone though all of the evi-
dence. Dr. Lathrop stated he did not regard
his opinions as bias but rather as based on
where the data took him.

Mr. Meadows then commented that he
had neglected to make it clear to Admiral
Zumwalt the stucture of the Committee and
the-manner in which it operaied. He point-
ed out that there was the full 15 member
Commitiee and an 1l member Scientific
Council. The Council was charged to look &t
the scientific literature and give ita advice.
When the Council met, the lay Committee
members were permitted to ohserve and.

when asked by the Council, to express an.

opinjon. He noted that the lay members
were not members of the Scientific Counell
- Admiral Zumwualit asked how many lay mem-
. bers made their views known. Mr. Meadows

stated that the possible health eiffecta as

concluded that from a scientific standpoint,
the concluxion of the Task Force was unten-
able. It represented, in Dr. Whitlock's opin-
ion, over-interpretation of inconcluxive data
and an arer-simplification of a complex bic-
logical process.

Dr. Yanders expressed the view that the
Task Force presented a selective review of
the literature and did not present any new
material Dr. Colton said the Task Forve
had apparently not understood what the
Council had done in assessing the Hierature,
He said- that it appeared to him the Task
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Foree had made an uncritical review of the
literature whereas the Council had attempt-
ed to discuss the strengths and weaknesses
of a study. Dr. Lathrop took exception to
the Task Porce's listing of subelinical find-
ings and subjective conditions as being
among those deserving of compensation. Dr.
Bender also commented on the Task Porce's
lack of knowledge as to how the Council op-
erated. He noted that while the Task Force
was critical of the Council's procedures, It
presented {ts own conclusions without stat-
ing how they were arrived at He agreed
with Dr. Lathrop’s comments concerning
the use of subjective symptoms and subciini-
cal laboratory findings as the basis for any
actions relating to compensation He fur-
ther stated that he thought that that lssue
was not an issue for consideration by the
Committes, Dr. Neel observed that the Task
Force report underlines the intensive scrutl-
ny the Council’s activities received and
noted that it served to make more impor-
tant the need to develop crestive principlies
to aid the Council in its assessment of the
literature.

Dr. Yanders invited lay members to com-
ment. Admirsl Zumwalt again commented
on the use of chemical company studies
which should be downgraded and the failure
of the Council to iook to animal studies as
the Task Porce did In issuing its report. He
thought the Council to be very vulnerable
and urged it to consider the approach he
suggested earlier of referring studies to ex-
perts for their review and of establishing a
serien of criterin for analyzing and assessing
the studies. Colonel Bonner commented
that the Councll was set up to look st the
scientiflc evidence and she thought the
Council had done ithat, noting that much
time was required of Council members in
preparing for a meeting which may not be

reflected in the minates. Mr. Conroy noted .

the wide spectrum of opinion expressed by
the scientific community, ranging from
dioxin as an Inhocuous substance, to dioxin
as the most toxic chemical ever known. He
did not think that the opinions expressed
were necessarily the result of peopie operat-
ing with personal agendas but that they
were zincerely arrived st and heid He did

~ not think it served any purpose to question

motivations of individuals for the opinions
they heid He expressed the opinion that

after § years of desling with thix issue he

thought that political rather than a acien-
tific resolution wouwld be achjeved. Mr.
Meadows said that it would be well to re-
member that the Committee had been doing
the best it could and that while it did not
operate In the best of ail worids, it did try to
provids the best advice it could to the Secre-
tary.

Pollowing a short break. Dr. Yandera re-
minded Council members of the standard to
be applied in assessing the literature and
asked whether it could make a recommenda-
tion as to whether there was a significant

* statistical association between exposure Lo &

herbicide containing dioxin and soft tissue
sarcoma. Dr. Kuriand asked that the Coun-
cil's assessment of the studies be provided.
Dr. Yanders aaxed Mr. Conway to present
the Councdil's findings. (These may be found
ih Attachment IV). -

At the conciusion of the listing, Dr.
Yanders stated the Council had three op-
tionx (1) find that an assoctation was at
lenst as likely as not; (2} {ind no such asso-
clation: or (1) advise that there was not an
assoctation but such an association couwld
not be ruled qut. -

Dr. Coiton pointed out the difficulty he
hed in assesging the litersture. He noted
that the valld positive and valld negative
studies had: different study designs which
would affect the weight to be- given them
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Also. there were differences in the certaintiy
of exposure and the method and duration of
expasure among the studies. He also quened
how to bring to bear the results of Lhe many
inconclusive studies reviewed by the Coun-
cil

Dr. Lathrop noted that among the posi-
tive studies.. most came out of Scandinavian -
countries. He wondered if that was sugges-

“tive of an environmental causative agent

unique to a particular region of the worid

Mr. Conroy raised the question of latency,
observing that many of the jnconciumives
were considered to be such because of short
Istency pericds. Dr. Coiton agreed that was
& good point with respect to cchort studies.
Dr. Yanders thought it applicable to case
control studies alzo because,. as the populs.
tion ages, the more cases there would be to
strengihen or weaken the association over
time.

Dr. Neel suggested the Cpunci] tally the
inconciusive studies to see In which dlree-
tion they were going. Dr. Colton objected,
saying that the Council would be doing
what it had wrongiy been accused of in the
past. He did think that contemporary tech-
niques of pooling ought to be looked at and
see If they could be applied to this situation,

Dr. Lathrop proposed looking at the valid
positive and valid negative studies In terms
of the quality of their exposure data. If the
negative studies tended to have poor expo-
sure guality as compared to the positive
studies, then -far more ¢redence should be
given to the positive studies

Dr. Colton suggested that the Council had
made a first pazs through the literature.
What was required now wai & more analytic
approach to assess the relative strengths
and weaknesses of each of the valid studies.
Such an approach would take into account
factors such as the quality of the exposure
dats., latency, and geographic location of
the study. Dr. Lathrop. Dr. Neel, Dr. Bender
and Dr. Yanders egreed. It was suggested
that several members could work with a
consultant to develop criteria for pooling
studies and for assesging the quality of stud-
fes the Council reviewed. (It was subse-
quently decided to have a subcommittee of
the Council meet and attempt to address
this issue, A meeting was scheduled for
July.)

The Committee then broke for lunch.

Upon returning, Mr. Conway again re-
minded Committee members of the stand-
ard to be employed in assexsing the liters-
ture. Dr. Yanders then suggested it may be
helpful -to see how Council MEMDers gener-
ally felt about the issue and see whether
there was & general consensus deveioping.

Dr. Lathrop began the discussion by stat-
ing it was his opinion. after reading and aa-
sessing the various valid positive and valid
negative studies, that there was a signifi-
cant statistical association. He stated that
he thought there were now a series of arti-
cles that pointed towards a statistical asso-
ciation He emphasized, however, that it was
a statistical amocistion that had been estab-
lished and not a cause and effect associa-
ton

He also offered severzl additional com-
ments. Pirst. he noted that the majority of
positive studies nad come from one region
of the worid He said he did not know if that
was meaningful in terms of study methodoi-
ogy or of the population groups studied.
Second. he noted that tihe disease being as-
sessed was difficult to diagnose and encom-
passed over. 100 separate cancers. He sug-
gested that consideration be given towards
not including mesothelioms associated with
asbestos exposure and Kaposi's sarcoma as-
sociated with AIDS (Acquired Immune Defi.
ciency Syndrome) among the soft tizsue sar-



aplnjons eypressed ha waa reloctant o
maks & {inal decision i the absence of 3,

studies sugyested that there may be some
othey factnr inzeived nuch sa & genetic caxm-
polent. Nevertheless, he would have 1o
agree that € was st jeaxt ss HEely as nos
that soft tisuwe sarcomas wers connected
wWih exrpogure Lo s heshicide comssining
dioain,

Dr. Nesel thought the analysis ta ba too s
periicia] and Dr. Caltan sgreed that & mueh,

senzus after the firss pass for am azsoeiation.
Or. Yanders mid that he oo was susprised.
that Counell methers independently ar-
rived ak esientfally the sune conelusion Be
furtber noted thal the eembers appesred
5 be uDessy aboud makine a recommendg-
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tion n the aizence al . more detalled analy-
sis. He indicated that he did bol fnow bow
to develop this and not delay inappropriates
Iy any aelion the Secrelory may wish to
take Dr. lLathrop suggested that he
tbought i =p(ficient that the Council had
reathed & colsetcas thal could stand alone

- mmmammm&

what. Bs noted that studies of Vietnanor wel-
emzng did not megest an assoristion withy
Viethaxe service (unliks thy caration with
noo-Hodgkin's lymphams where the asso-
cigtion was fowod with service in Vietnaml.
He theught & imporwan: to make it elear
thas the 3ssocistion was with expeosure to o
phenoxy herbicide cantaining dioxin. He
thought that thizx would afiay concsrns thal
Vietpam veterans generally were at in-
creased rizk by virtue of their having served
I Vietnam,

Dr. Lathrop mzked whether thete should
ba additional caveals. First. sbould there be
& 5 year latency perfod in light of studies
which begin to chow an saseciation after 10
years? Dr. Lathrop thought that it would be

Ox. Neel said that he was very uncomfert-

" able that the Counell bad nat, done s better

Job. He urges that the Council adopt x pro~
cedure for condueting & more rigasous ansl-
¥sin. Mir. Meadiws asied whethes that was
reglly nesded. De. Bender nated that io the
radiation area such 2 schemas wetlld be help-
ful, It wax alzo noted that lo the ares of re-
pradixtive effects an approach as et Deex
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suggested conld aasizt the Council tn s
reniew of the litersture. Admiral Zumwall

apreed with Une sugpestion thal the Com-
mniere AdOpL 3 MOFE NFHSOUS TEVIEW IFOCEES,

Dr. Yanders then Look & formmal pall of the
Srientifle Couneil members as Lo whether
there wat & sigpifieant statistical azsoclation
betwesn exposure (o & hetbwide contalning
dixin and soft tissue areomas. The opiucn
expresged was ynanimous for an TXEOCIALION.

The Commitier then addreset the saie
of whether & had beewy provided with ade-
quale adwinistrarive support. Mr. Mesdows
agreed tp disrusx thix mactey with the Secre-
tary.

Dr. Coitan sshed whethey it would be ap-

Pronristy ta restrict the Connell's review o
aonly Lthose popers appexring in the peey
review literatre L was thought by Couneil
members 0 De inportant Lhat it e per-
ceived s willing 1o ook sl everything.
Council members were reminded [hat 3
mechanitsm for lookiny st non-peer reviewed
papers hac been established use of single
reviewers who would bring to thre attentiorn
of the Council those papers thought to be
hmporizm. and deserving of the Coancil's
consideration

Adrriral Zuwrrosit asked what heaith ef-
fects the Cormmittee would be takine up
next. Among the cfifecty idemtilind were por
phytiz ecutanes tards. chiorseme (whether
the mayimmm period af ® months following

. eXposure was approupriate), hirth defects,

immnmalogical disorders, and camncers cther
thar those alresdy considered by the Com-
mrtttee. Mt Mendows ssid that the Commit-
tee would have to prioritize these ixsues to
address those of most concern to thie Sacre-
tary cnd o Vietnam veteranxz Mr. Conway
reminded tire members that the radiaton
issue had 0 be sddressed also, refersing to
the need for the Commmittee to review the
BETR ¥ report.

After discuszion, £ was agreed that the
next meeting af the Committee would be in
the larter part of August Among the issues
to he addressed af that time would be Lhe
propased regulation implementing the Com-
miiter’'s recommendadion concerning sofl
tisoue sarcomas: porphyris cutanen tordal
chlornene: and the BETH V report.

Dr. Lathrop asked me to make s comment.
He said that while he had the deepest re-
spect for the distinguished milltary accom-
plishments af Admiral Zumwalt he took ex-
treme exceplion to his statements of biss
aricing frem industrial or governmental
studies. He thoughba it most Imappropriate tor
downgrade studies simply becauze they were
perfarmed by indusiry or govermnment seien.-
tists. He noted that he intehded 0 exrress
hig viewx very strongly to the Becretary and
lnvited those members whe shared his opin-
Imbhlnh.i.-.lnlnﬂem

hy stating he

Admirl Zumwalt responded
mhbumndrmt.umm«m
his reading of the research ouer A 7 mooth
period. He feil his observations anout gow-
estimental hiag and misconduct were walid
and justifiable. He [ucther muggested Lhak a
Congressional mvestigation would shewm
palicy decizsions had been made to change
dats derived irum the CDC and the Ranch
Hand studies,

Dr. Lathrop stated thak these allegations
were exronecls withh respact to Lthe Ranch
Hand study. He noted that he could not
speak to the CIXC sstudy but commented
thxt if any study reviewed by the Commit-
tee were demonstraisd Lo be taipted it
would eeariy be withdrawm {rom consider-
akion. -With respeet to Admial Zumzsit's
allegarions, Dr. Lathsop thought them not
to be sulniantfated

Dr. Cadon agrved wiih Dr. Lathrop He
al30 went o (o poke (hal from his expers
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ence as a member of the Cotnmities, he
thought the VA had been totally supportive
and exernplary. He said that there had been
a0 attempt Lo (nfluence hum nor any oither
member. Dr. Bendar seconded that as did
Dr. Eurland.

Dr. Bender thought It important 1o note
that the Commiites, In changing its assess-
ment. shouid not be considered as having
been wrong in the past when it found the
evidence wanting. Rather. additional evik
dence was forthcoming and the standard
being applied changed. Second. he thought
it inappropriate for the Committee to con-
sider allegations and depositions arising out
of eourt cases as they were not acience.

Mr. Meadows again noted that the role of
the Scientific Councll within the Committes
and he expressed appreciation for the Coun-
cil's willingness to permit the lay membern
to participate.
He then asked for the full Committee to
adopt Lhe recommendation of the Council
Whereupon & UnanimOEus vole was oblained

The Committee then adiournoed until

August.
Approved:. )
OLrvEn Maanows,
Chairman.
Sranroap Unzvasry

Mrmcal Craren,
Starsord, CA, Moy 14 1386
Mr. Pexnxe1x L. CONWAY,
Department of Vetereny Alfairs, Washing-
tom, D.C.

Dmaz M2 Cowway: Encicsed are some
general comments on the report entitled
“ Human Hult.h Effecis Associated with Ex-
posare to Herbicides and/or Their Azsocisi-
ed Contaminants—Chlorinated Dioxing™,
authored by the Agent Orange Scientific
Task Force.

Flease feel {ree to share these thoughts
with the other members ol the VA Advisory
Committee on Environmental Hazards,

Sincerely,
Janes P. WHITLOCX. JT.,
ProJessor.

- Sranrcas UNTVERSITY
MEDICAL

- CEETER.
Stanford, Ca, May 14, 1880,
MENORANDUM

Toc My. Prederick L. Conway, Executive Sec-
retary, Veterans' Advisory Committee
on Environmental Haxerds

From: James P. Whitlock, Jr., MLD., Profes-

. sor of Pharmacoiogy, Stanford Universi-
ty Schoal of Medicins

Subject: Comments an the Report Submit-
ied by the Agent Orange Scientific Taak
Farce, Deted April, 1980

The literature review entitled “Human

tammnants—Chlaorinated Dioxins”™, compiled
in April. 1950 by the Agent Orange Scientif-
ic Task Force (ADSTF) ralses aeveral scien-
tiflc issues that Musirate the complexity of
the Agent Orange problem and the difflcud.
tier involved in derermining whether expo-
sure to phenoxyacetlc acids and/or chlorin-
ated dioxina i1 associated with l.dvem
health effects In humana,
HUMAN EXPOSURK DATA

In my opinion, the authors of the review
have correctly identified the crux of the
maiter: “A major problem with the various
epidemiologic studiea of peopie exposed to
phenoxynestic acid herbicides is thatr there
have not been many large populations with
known exposures available for study and
{foliow-up over long periods or, where such
populations exist, like Vietnam veterana and
the Vietnamese, these have not been ade-
quaiely studied” (page 2. lines 8-11 of the
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review), Theresfter, the review ciles reporus
of populations with “potential for expo-
sure” (page §. lLne 17), workers who were
“potentially exposed” (page @, line 2) or whao
had "potential exposure” (page 5, line 11).
and veterans who had “higher opportunities
for exposure™ (page 14, line 18). In these
and oLher reports cited by the AOSTIF, the
extant of exposure to herbicides snd/or
dioxins was not directly measured Thus,
the studies cited by the AOSTP contain one
or more of the following shortcomings. (1}
In most of the reports. exposure to phenox-

" yacetic acids and/or chiorinated dicxins was

inferred. and not documented (2) In same
cases, the populations studied were also ex-
pasad to other chemicals (3) 1o almost none
of the studies was there gn.sttempt to dem-
onstrata a doss-response relationship De-
twesn {presumed) exposure and an adverse
health effect(s). The lack of adequata expo-
sure dats makes it difficult (if not impossi-
ble) to daw firm conclusions from these
epidemiologic studiea. Furthermore. as the
AOSTF recognizes (pages 33-37), humans
are Aalsa exposed to 23.7.5-TCDD [rom
“hackground” sources, Thus, even when ex-
posure to 2.3.7.8-TCDD is reasonably well-
documented, the actual source of the chlor-
[nated dinxin is not always certain. Thia fact
further complicates the Interpretation of
epidemiolegic studies. Therefore, by several
important criteria, the epidemioiogic data
on exposure of humsns to phenoxyacetic
acids and/or chlorinated dioxins are inad-
equate. From a scientific stapdpoint, the in-
sdequacy of the exposure dats, which the
AOSTP concedes (page 2, lines-§-11) weak-
ens the inferences that one can draw from
these epidemiviogic studiex Although the
ACQSTP recognizes this issre i their review,
they provide no new data or povel analyses
that address the problem. In particular, the
AOSTP fails to document itz approach to
“syynthesiring ail of the available data to de-
termine their overall or aggregate meaning™
(page 4. lines 1-3). In the absence of such
documentation, the AOSTFs conclusions
are scientifically indefensible.
GENETIC AND ENVIHONMENTAL FACTORS

The AOSTP notes correctly that, in
humans “there is great variability o indi-
vidual reaponses in TCDD exposure” (page
18, Lins 20). The impication of this chserva-
Hom is that some individuals are more sus-
eeptibla than others to the possible adverse
health efieets associated with exposure to
phenoxyaretie acids and/or chlorinated
diczina The factora that detesmine suscep-
tibility are unknown: however, there are al
leasti two pomaibilities. (1) One possibility ta
that an environmental {actor(s) influences
the human respanse to herbicides and/or
dioxing. The AQSTF correctly points out
thet “dioxin ... may well interact with
uﬂumexmru" (page 17, line 23); thus,
additional environmental factors may influ-
ence the response to phenoxyacetic acids
and/or chiorinated dioxins, For exampie,
given the multi-step pature of carcinogense-

“sig, if 2.3.1.8-TCDD were to act as & tumaor

promoter in humsna, the affected individuai
wpuld also require exposure to s second sub-
stance that scts 58 & tumor initiator. (2 A
second possibility is that a genetic factor(s)
influences the human response to herhi-
cides and/or dioxins, For example. the
AOSTF notes that phenoxyacetic acids
and/or chiorinated dioxins may produce
porphyria cutanes tarda (PCT) “most likely
only in individuals with inherited uropor-
phyrinogen decarboxylase deliciency” (page
20, lines 3-3). The implication of this obser-
wation is that oniy a particular subpopula-
tion is at risk for induction of PCT by herbi-
cides apd/or dioxins, In principle. the same

situalion may obiain for other eficcis thal-
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might be sssocaled with exposure Lo these
compounds.

Taken together, the above observations
tmply that the possible adverse health ef-
fects of phenoxyacetic acids and/or chlarin-
ated dioxins depend not only upon exposure
to the compound of interest but also upon
the genetic makeup of the individual and
his/her exposure Lo other chemical sub-
siances.  Unfortunately,we do not Xnow
what these genetlc and environmental fac.
tors are, apd we are cwrently unable 1o
{dentify human subpopulacicns who are par-
ticulariy susceptible (or resistant) to the bi-
alogical effects of phenoxyacetic acids and/
or chliorinated dioxins, The AOSTF review
provides no new data or information that
addresses these issuea

ANTMAL DATA-

In Appendix A, the AOSTF review notes
correctly that for regulatory purpases, z
chemical that causes cancer in animals
should be considered a poteniial (my em-
phasig) human carcinogen. In farct 2.3.7.8-
TCDD is regulated s a potential human
carcinogen (and appropristely so). However,
its classification 2§ a polential carcinogen
does not constitute evidence that 2.3.7.8-
TCDD does, in fact, produce cancer in man

Animal studies not cited oy the ACSTF
reveal that in the skin of inbred mice,
2.3.7.8-TCDD produces (1) hyperkeratiniza-
tion and other epidermal changes resem-
biing boman chloracne and () tumor pro-
motion, and that it does so only in animals
that have s homozygous recessive mulation
at the hr (hairiess) Jocus [see Enutson. J.C
and Poiand, A. Cei? 30:225-234, 1982 Poland
A, Palen, D.. und Glover, E Nature 300:271-
273. 1982). These observations support the
copcept, discussed above, that a genetic
{actor(a) influences the susceptibility of In-
dividuais to 2.3.7,8TCDD snd related com-
pounds

In other studies not cited by the AOSTP.
23178TCDD produces a protective (lLe.
anti-carcinogenic) effect in animals subse-
quently exposed to carcinogenic polycyclic
aromatic hydrocarbons, substances to which
most humans are expased [see Cohen, G.M.
et al. Cancer Res. 40274033, 197%; DiGlo-
vannl, J.. et al Camcer Res 40:1580-1587.
1980). By analogy. Lhese observations inise
the possibility that 2.3.7.3-TCDD may.
under appropriate circumstances. produce &
similar protactive effeet in humans The
coneept that exposure o 2.3, 7.8TCDD
could, Ln principle, be beneficial in some sit-

. uatiorm s raised Infrequently in riiscussing

the human health effecis-of phenoxyacetic
asids and/or chiorinated dioxins. It is not
mentioned I the AOSTF review,

SUMMART

As outlined above, analysis of the possible
health effacts of human exposure to phe-
noxyacetic acids and/or chiorinated diaxina
is complicated by’

{a) Inadequate exposure data,

(b) the likelibood that environmental and
genstic factors influence susceptibility 1o
these compounda, and

(c) the possibility that the compounds
mmay exert a beneficial elfect under some
conditiona

T‘heminre. from s sc:entuic standpoint,

“ipescapahle” (prge-4. line 19) eonclu-
aicm reached by the AOSTP is untenabie. It
represents over-interpretation of inconclu-
sive cata and oversimplification of a com-
plex biological problem.

REVIEW OF SCIEXNTIFIC LITERATURE

Mr. President. a study sponsored by
The American Legion, the Vietnam
Veterans of America. and the National
Veterans Legal Services Project. enti-
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tled “A Review of the Scientific Liter-
ature on Human Hesalth Effects Asso-
ciated with Exvoasure to Herbicides
and/or their Associzted Contami-
nants—Chlorinated Dioxins™ was re-
leased in April 1990. In letters dated
May 21, 1990, the chairmen and rank-
ing minority members of the Veterans’
Alfairs Committees, as well a3 the
chairmsn and ranking minonty
member of the House Subcommittee
on Compensation, Pension, and Insur-
ance, requested a review of this report
from QTA, the AQTP, and VA's Advl-
sory Committee, with particular refer-
ence to the scientific methods used
and the validity of the statistical anal-
ysia, as well ag identification of any
specific findings discussed in the
report that warrant followup investi-
gation or analysix
Mr. President, I ask that the re-
sponses received from OTA and the
AQTP be printed Int the REcorn at this
point. I note that the views of VA’'s
Advisory Committee on this study
appear in the material reprinted eari-
er.
The material follows
CoNcayss OF TEX UNTIED STATES,
Orrrce oF TECHNOLOGY ASSESSMENT,
. Washington, D!.'.'.Se:ltemberzx 138%0.
Hon. Aran CaaxsTom,
Chairman, Commitiee on Vaterans' J.f.‘fmu
U.8 Senate, Washingion, DC.
‘DEan. Aram: Enclosed 18 OTA's review of
the report “Human Health-Effects Associat-

ed With- Exposure to. Herbicides and/or:

Their Associated Contaminants—Chlorinat-

ed Dicxina " which you and your colleagues

requested in your letter of May 21.. The
report waa. written by the “Agent Orange

Scientific Task Force,” & group of seven aci-

entigts workdng with the American Legion,

the Vietnam Veterans: of America. and the

National Veterans Legal Services Project.

You asked specifically about the “sclentific

methods, criteria used by the authors, . . az

well as the valldity of their analyses and
conclusions,”

The suthors of the repart give no infor-
mation about the methods they used to
draw their conclusiong, They state that the
standard-used waa that of-= “‘statistically
significant association,” the same used by
the Department of Veterans Affairs Adviso-

. ry Cammittee on Enviornmental Hazards, as-
specilled by regulation. Neither group has
stated an operational definition of the term,
however. In judging any one study, a deter-

- minstion af statistical significance (at some

prespecified jevel. most often, five percent)
could. be made; but there--is no standard
method for doing so for a body of literature.

Since the Task Force deseribed no such

method, [t cannot be critiqued

It wouid not be appropriats to use the
report as a-guide to compensating veterans,
It might be useful. however, for the Veter-
ans Advisory Committese on Enviornmentai
Hazards to review the medical condjtions (at
lrast those of clinical significancey covered
by the Task Foree, including all pertinent
studies, not only those showing & poaitive
association with exposure to herbicides, as
the Task Foree did,

I' hope you find this review useful to your
Committee. Plense do not hesitate to call on
me if QTA can be of further assistance, or
have your staff call Hellen Geiband In the
Health Program (at 6-8360), who prepared
the enclosed review,

Sincerely, - - -

JoEr H. Grasona.
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[A Review of the Scientific Literature pre-
pared by the Agent Orange Scientifie
Task Foree, April 19801

OTA Rxvizw or HoMax HEALTH Errn.-rs As-
socIATED WrTH EXPOSURE TOo HIRBICIDES
AND/GR THEIR ASBOCIATID CONTAMINANTS—
CHLORINATED DIoxIns
{Background paper prepared by Hellen

Gelband, health program. Office of Tech-

nology Assessment, US. Congress, Septem-

ber 1980.)

(The views expressed in this background
paper do not necessarily represent the views
of the Technology Assessment Board ar its
individual members.)

The Agent Omange Scientifle Task Force
conaists of seven scientists working with
The American legion. the Vietnam Veter-
ans of America. and the National Vetarans
Legal Services Project. The report. "Human
Health Effects Associated With Exposure Lo
Herbicides and/or Their Associated Con-
taminants—Chlorinated Dioxins.” waas pre-
pared becsuse the sponsoring groups “have
been dissatizfied with the efforts of the VA
and ity Advisory Committee on Environmen-
tai Hazards” in their review of scientifie lit-
erature concerning possible links between
exposure to phenoxy: herbicides and their
contaminants and adverse health efiects

STANDARDS AND METRODOLOGY KD BY THE

TAEK PORCE .

The report states that the standard used
by the Task Forre was one. of “significant
statistical association ” with pno further clar-
Uicstion on how they defined this term
operationally. In judging any one study, &
determination: of statistical significance
(presumably st the level of 5 percent) could
bc made, but the -means for doing so for s
bady. of. literature is not standard. On this
point, the. section on “Methodology”’ states
only that they did not follow what they
report to be the methodology of the VA Ad-
visory Committes. In referring to the VA
Advisory Committee, the report states:

* ¢ * the Advisory Committee simply clas-
sified studies g2a pasitive or negative and
then tallled them, apparently under the
theory that all studies are equal and can be
vicwed. independently from all other knowl-
edge on the subject.

This {s oot an accurate representation of
what the Advisory Committee did, according
to detailed minutes of the Advisory Commit-
tee’s meetings. (Although the Advisory
Committee did-not develop a specific plan
for synthesizing the evidence from all the
studies, they informally gave varylng
weighta to studies based on their overall re-
Mabllity, potential biases, source of exposure
information. ete.) There 1s no discussion of
the method used by the Tazk Force to syn-
thesize-the information and come to a ded-
gon about whether a “significant statistical
mﬂﬂ on” existed, s0 it. cannot be criti-
qued.. -

The report states that the Task Force re-
viewed epidemiologie studies, because that is
what the Advizory Committee had done, but
it also criticizes the Advisory Committee for
excluding animal studies from coasider-
alion, stating:

* * ® there is an overwhelming u:ienttﬂc
consensus that carcinogenicity dats derived
from well-designed animai studies can be ex-
trapolated with confidence  to predict
human cancer risic.

This is a mizinterpretation of the consen-
sus on the vaiue of animal studies. For regu-
latary purposes, evidence of carcinogenicity
1n animals is accepted as evidence of poten-
tial carcinogenicity lo humans. The régula-
tinn of 2.3,7.8-TCDD is based on animal test
dita. However, only spidemiologic studies

can determine- whether phenoxy herbicides.

and dioxin are actuaily causing cancer in
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human beings. There is certainty no consen-
sus that quantitative predictions can be
drawn from anumal data to cancer risks in
humans

RIVIEWS OF EVIDENCE FOR FOSSIBLE ADVARSZ
HEALTH EFYECTS

iost of the report consists of disrussions
of specific diseases and the studies that siup-
port an association of phenoxy herbicidos
and dloxin with each of them Stugies that
do not support associations are rarely men-
tioned. As discussed above, no indication u
given of how overall determinations of 2n
association were made.

The repott contains considerable criticism
of certain indivudual studies. e.g.. CDC's Se
lected Cancers Study and the Ranch Hand
Study, and of the Government’s decision to
caroel the Agent Orange study. Many spe
cifics of these discussions are incorrect. Ex.
amplea are cited below:

1. Concerning the Selected Cancers Study.
the report chailenges CDC's interpretaticn
that the study provides no evidence that Lhe
observed excess of non-Hodgkins lymphoma
(NHL) is related to Agent Orange. The
report statex “1f the CDC data on veterany
in I Corps and III Corps are taken together,
they show an increased risk of both non-
Hodgkin's lymphoma and soft tissue sarco.
ma." According to CDC, this is not true. In
any case, since the Task Force did not bave
the raw data from CDC, they could not
have made this caleulation

2, The report erroneousiy reports that the
Agent Orange study was cancelled becauss
CDC claimed that “it was not possible to de
termine exposure to Agent Orange {rom
military records.” They state further tha
CDC “concluded there was no correlation

-belween eYDosure, as predicted by certwn

military records. and dioxin levels in tissue
ard serum samples of certain veterans’
TCDD seum leveis in the backgroumnd
range In veterans were not unexpectod
baced on the military records. whichh had
suggested strongly that even veterans win
served in aress of heavy spraying were not
directly exposed to a significant degree.

Some of the studies included in :tie
report, e.g., the Coiumbia University-Ameni-
can Legion study, are of doubtful validis
becsuse of serious f{laws in methodoiogy «
exccution. The validity of other studies
particularly industry-sponsored studies, i
called into question.

CONCLUSION

The report of theé Task Force presents o
new information. Their conclusion—thal
many adverse health effects, both clinically
apparent and subeclinical, are associated
with exposure to phenoxy herbicides—are:

-glven with no explanation of how they were-

derived. It would not be appropriate to. use
this report as a guide to compensating v»
terns, It might be useful, however, for the
Veterans Advisory Committee- on Envicon
mental Hazards to review the medical condi-
tiona (at least those of ¢tinical significance!
covered by the Task Force, including all per- -
tinent studies, not only those showing a
pesitive axsoclation with expasure to herbi-
cides
PusLIz HEALTH SERVICE.
Waszhington, DC, July 17, 1350.
Hon. Araw CnansTon,
Chairman, Committee on Velerans' Affairs.
UL Senate, Washington, DC

DeAr Mz CaHAIRMAN: Thank you for your
letier of May 21 LD Secretary Suilivan re-
questing that the Domestic Policy Council’s
(DPC) Agent Orange Task Force rv\rk_-wl
“Humen Health Effects Associated with m-
posure to Herbicides. and/or Their Associat-
ed Comtaminants—Chlorinated Diaxins, A *

i
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Review of the Scentific Literature™ pre-
pared by the Agent Orange Scientific Task
Force (AOSTP) commissjoned by the Amers-
can Legion, the Vietnam Vetsrans of Amer-
itn, and the National Veterans Legs) Servece
Projet

Eariier I hat requested that the Science
Panei of the DPC Agent Omange Task Porce
amess this document. That has been com-
pleted and is encipsed

The veteram groups’ AOSTF conelurded
that the aggregale of the weight of evidence
froun avallahie epidemiologic studies estab-
liahes & causal between Agent
COrange exposure apd a range of cancers and
Giher health cutcomes among Vietham vet-
erana.

The members of the DPCs Science Pane}
concjuded that the AOSTP review did not
uae generally accepted criteria for causality.
The review cited an extengive list of elevat-
ed risks without scknowledging the Wmits.
tons of the studies from which they were
taken. The review gave undue weight to

ature would ot support the conclusions aof
the AQOSTF's evalugtion.

Identical letters are being zant to Senatar
Prank H. Murkowsaki, Congressman G.V.
(Sonmy) Montgumery, Congressman Bob
Stamp, Congressman

Dongias Appiegate,
and Congressman Boh McEwen.
Sincerely yours,.
JaMEs O, Masow, MD., Dr. PH,
Asristant Seeretary for Healfh

~ ' Pomuc Hrarrw Szevicx,
Cornos ror Drsgasy Cowrzol,
Wazhiagton, DC, Mgy 18, 199e.
MEMORANDOM -

hu?:mmtmmmrsmmm-
ar

Health and Injury
Control .
Subiject: Review of “Huran Health Effscts
withr

-Agent.Orange and the Vietnam Veteran A
Sctientifie Literature

Review of the- *,. Thig
paper was commissioned by the American
Legion, the Vietnam Veterans of America,
and The Natlonal Veterans Legal Servicea
Project. The specifie comments of the Sci-
ence Panel members and ad hoc reviewers,
minus their oanves and Agency affiliation,
are provided as Attachmeniz 3 through N.
BACEGROUER
The objective of the Agent Orange Seten-

Ufie Task Foree (AOSTF) was “—ito review-

the scientifie literature related to potential
human- health effects associated wHh phe-
noxyacetic. seid herbicides and/or their as-
Socisted contaminants (chlorimated: djox-
ing)--." The review was specifically directed
at assessing purported adverse health ef-
fects among Vietnam veterans which may
be sssocisied with expomure to Agent
Orange. The literature review focused oo
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epidemniologic studies of exposed humans
and used as their measure of effect the “—
significant statistical assoctation—" Lo be
conzistent with the siandard of causality
used by the Vererans Administration Advi-
sory Committee The AOSTF emphasized
the point that this may be an inappropriate
stancard beczuse epidemiologic studjes
must have sufficient statistical power and
sensitivity to detect the adverse effects of
ow levels of exposure. This requires large
expased populations followed {or long peri-
ods of tima, The AOSTF also made the
point that, while they did not review the ex-
periments) apimal literaturs, “—there i3 an

mnimal studies can be extrapoiated with
confidence (emphagis sdded) to predict
uman cancer risic

ORANGR SCIENTIFIC TASE FORCE AOSTY

The AOSTP distinguizhed their review of
the litersture from that of the VA's Adviso-
ry Committee by stating that the latter "—
simply ciassified studies as positive or nega-
tive and then tallied them, apparently
under the theory that all studies are equaj—.™
“This procedure was not followed by the
Task Poree (AOSTF)." Opne surmises from
thiz statement that the AOSTF conducted &
critical review af the literature n which all
avallable dats were exmmined an their
merits and whether or not the studies fol-
lowed generslly accepted eptdemioiogic
principles. This was not w0 be the case as
will be discassed later in this review.

The ACHTF concluded from their review.

medical conditions for which the AOSTF
conchuded that there was a significant sta-
tistical evidence for an sssociation with ex-
posure to Agent Orange were skin disor-
ders/chloraene, subciinical hepatotoxic ef-
fects, and porphyria cutanea tarda

GENERAL COMMENTS OF SCIENCE PANEL

The ADSTP
of selected literature which lacks the rigor
or sdvantages of & syEtematlic meta-anatvis
of the data. Therw is no systematic review of
the data and the resder hes no ides as to
the completemesy of the Nterature search.
Although ‘there is repested reference to cri-
terin for statistical significance. this is oo-
where defined for the reader. No effort is

lecting the dats cited in thetr report to sap-
port their opinions an the hexhth effects of

studies which show an effect that supports
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thelr preconceived opinions on the health
effects of Agent Orange exposure. There (s
no attempt at & balanted, critical evaluation
of the literature,

In summary, the AOSTP review did not
use geberally accepted criteria far evaluat-
g causality. The review cited an extenstve
Ust of elevated risks without acknowledging |
the lirritations of the studies from which
they were taken Finally, the review gave
undue weight to studies where exposure Lo
Agent Orange was either unknown or poarly
defined in order to draw a causal relation-
ship between health cutcomes and Agent
Orange.

It should be mentioned that much of the
auis reviewed by the AOSTPF has been ex-
tensively reviewed and published by other
scientists (Fingerhut, 1986: Johnson, 1990:
Lilienfeld and Gallo, 1989 and Harvard
Study, 1980). These reviewers evaluated
these studies and have generally conciuded
that definitive comclusions could not be
dmawn from the studies because of limita-
tions such a8 expozure characterization. la-
tency, ang study sixe,

SPECIFIC COMMENTS —ASSESSMENT OF
IIPOSURR
The AQSTP presented an innacurate pic-
ture of the Agent Orange exposure issue.
They confuse opportunity for expasure with
exposure itself, evem though tLhey were
aware of the CDC feaxibility study which
demonstrated the inadequacy of that as-
sumption. The results of the CDC study of
serum 23.78-TCDD measurements on 646
veterans considered te be among the high-
est exposed of the Army ground troops on
the basis of five exposure indices including
self-perceived exposurs showed a distribu-
tion of 227.3TCDD levels which was
almeat identical to that in the 97 compari-
son veterans, It waa concluded that the
ground troopes in Vietpam have hody bur-
dens of 13.7.0-TCDD aimilar to body bur-
dens of the general population of the
United States. Only the Operation Ranch
Hand veterans had higher body burdens.
The studies the AOSTYP cited as showicg an
aszociation between Agent Orange exposure
and health effects relled on self-reported.
and unverified exposure data
Thes ADSTP is inconsistent in their com-

iz use 53 & meagure of exposure in other
places in the report. On page 38, they either
the 16% coefficient of variation
(CV) for serum 2.3,7,8-TCDD assay with an
error rate of 18%. or are purpasely trying to
mixiead their sudience. In fact, the CV re-
flectz the degree of variability in the azsay
and not that 16% of the assays were unrelf-
able, as implied by the authors

The AOSTF does Dot addresa the ismue of

studiss with strikingly different exposures
in such a way that the resder couid infer
that the exposures are directly comparable;
ey, studies on Agent Orunge, studies of in-
dustrial mishaps involving 2.3.7.5-TCDD.
studies of contaminated areas in Missour!
and studies of occupational exposures.

CANCER
The ACSTF comments regarding non-

number of studies have found statistically
significant aasociations between exposure to
berbicides, farming. agricultural oecupe-
tionz, manufacture of herbicides. and NHL.,
two recently published independent reviews
reached substantially different eonehusions,
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Jobhmsony 11990 conciuded that additional
sty was required before conclusions re-
garding this sssoristion could be- reached
Boodt et al (1989) concluded that the evi-
dence did not support 3 carcinogenic risk to
prunars. These reviewers cited methodoio-
£¢ problermns in published studies. They
noted that, in many studies, associations
were iound in occupationt whers exposure
to herbicides might acour. but not with the
campounds themseives. The AGSTF ignores
thess Xey points in their reveiw. They.also
cite ssudies in 1 misiesding way. For exam-
ple, they cite s 1989 report by Wiklund as
showing an eievated risk of NHL. While
technically true, the relative risk was LU or
a one percent increase in riak, Citing this es-
timate ax being “increased” is misleading.
Tha AOSTFs review  concerning soft
timsue sarroma. Hodgiin's disease, and other
cancers suffers from similar problemsa
Again, other independent pablished reviews
have reached opposite conclusiona. More-
over, the AOSTF review apparently ignored
important negative studjes, for exampie the
study of Hoar et al (1986), which did not
show an association berween nerbicide expo-
sure and soft tismue-sarcoma. For some can-
cers, like pancreatic cancer, significantly
negative reports have heen completely ig-
nored. This agnin illustrates the lack.of an
even-handed. approach in the AQSTP

On page 10, contrary to-the implication of
the AQSTP, the Environmental Protection
Agency has pot “* ** called for a reassess-
ment of. the Monsanto data with & goal of
correcting the erronecus -estimate of the
. risk of cancer* * *"

REFRODUCTIVE EFFECTS.

The conclusions of the AOSTF on the re-
productive eifectx ocruring. among. Vietnam:
veterana ia misieading. Adthough there were
differences. ir several of the sperm parzm-
eters, the mean nuwmber of pregnancies and
the number of livebirths fathered by
Vietham and non-Vietnam veterans was the

Studies. of the asscication betwesn Viet-
pam service and the risk 'of miscarriage or
eariy fetal losk are based an. the. veteran's
- report of his wife or partmer's reproductive

. experience. Medical confirmaiton of the re-
productive outcome was not done. Studies
have shown that a man’s recall of his wife's
reproductive experience s poor and subject
to selective hiaaes. Thus, studies that are
based solely on seif-reported data should be
interpreted . with caution, something that
the AOSTF review did not do-:

OTHER CLINICAL EKFFECTS

Although the AOSTPF review cites the
Nnding of anergy in:the Quail Run Study, it
did not cite the follow-up study by the zame
{nvestiyators which scknowledged the fact
that the anergy- d{ssp'pe-.red on: .-seeund
follow-up.

For the finding of pornhsrh cutanes

tarda-(PCT?, this condition has bren report-
- ¢d only twice among persans-occupationally-
‘exposed: to- 23, 7.5TCDD in- deses  large
. mmwwmchlunm ‘PET pecurred. I
: Czechoslovakian chemicsd: plant- when
hmr.hlombemena was also present This
chemical ls recognized as-a potent cause of

PCT. Careful study of the- occurrence of.

chiorarne and PCT in the Diamond Sham-
rock chemlex] piant in New Jersey even
more cleariy reiated PCT t0 contact with
Lexachlorobenzene. -

. SUMMARY

In summary, the Science Panel feit that
the AOSTF review was & biased, nop-critical
review of the literature.on the effects of
2.3,1.-TCDD on human health. The conclu-
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sions of the report were not- supporied- by
their evaluation of the research.
Danie! A Hoffmen, Ph.D, M P.H.
RYPORT TO THE SECRETARY

Mr. President, og May 5, 1990, Adm.
Flmo R. Zumwalt. Jr.. Special Assist-
ant to Secretgry of Veterans Affairs
Ed Derwinskt, submitted a report enti-
tled “Report to the Secretary of the
Department of Veterans Affairs on
the Association Between Adverse
Health Effects and EXxposure to Agent
Orange.”

In letters dated Juiy 13, 1990, the
chairmen and ranking minority mem-
bers of the Committees on Veterans'
Affairs requested a review of this
repart from OTA and the AOTF, with
particular reference to the report's
methods and criteria.in the context of
generally accepted scientific practices
and the validity of its' analyses and
conclusions.

Mr, President, I ask that the re-
sponses 1 have received thus far be
printed in the Recorn at this point.

The material follows:

CONGRESS OF THE UNITED STATIS.
Orricx or TICENOLOGY ASSESS-

Washington, DC, July 23, 1880
Eon. ALax CRANSTON,
Chairman, Commiliee on Veterana’ Affairs,
U.S. Senate, Washington, DC.

Dear- Aranm: Enclosed is OTA's review of
Special’ Assistant Admiral ER. Zumwalt,
Jr.'s “Report to.the Secretary of the De-
partment of Veterans Affairs on the Asso-
ciation Between Adverse Health Effects and
Exposure (0 Agent  Ormnge” This OTA
review ‘was requested by you and your col-
leagues in your letter to me of Juty 13, 1890.

Admiral -Zumwait’s report gives a brief
history of Agent Omnge wse In Vietnam:

mentions early health studies related to
. phenoxy herbicides; reviews the history of

compensation for Agent Orange-related
health effects; discusses the work of the De-
partment of Veterans Affairs (VA) Advisory
Committee on Environmental Hazards: dis-
cussea various aspects of the Centers for
Disease Contrei (CDC) validation study, and
gives brief mention to some conclusions of
the Selected Cancer Study. discusses some
findings of the Alr Porce. Ranch Hand
Study; mentions some other studies of
phenoxy herbicides exposure; and makes
recommendations to the Secretary of Veter-
ans Affairs for compensating Vietham veter-
ans for heslth conditions he believes are re-
lated to Agent Orenge.

The report seema. to taks the form more
of & legal brief.than of a scientific review of
evidepce: it makes an argument for finding

- that. Agent Orange-ia respansible for a wide

range -of health problems among Vietnam

veterans. . The argument depends in. large-

part on Admiral Zumvmit's attempting to
discredit the VA Advisory Committee on-Ene
vironmental Hazarda and. various Govern-
ment reseaychers

Our review Is limited to.questions of sub-
stance, particularly in those areas in which
OTA has been Involved. Most prominently,
this includes the CDC valldation ztudy and
the military records research leading up to
it. OTA's considernble invoivement in these
issues stems frem its statutory responsibil-
ity (stated In Public Laws 98-131 and 97-72)

for reviewing study protocols and-monitor-:

Lig the conduct of studies.of Agent Orange
and the Vietham Experience. OTA has also
followed the progress of the Ranch Hand

Study and reviewed the major reports {rom -
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that study, as well as & large number o
otiier Government and private secror stud
|es relating to the Agent Orange queslion
for the Veterans® Affairs Commitlees o
Congresa. However, OTA staff have no
been invelved in some of the areas COVere
br Admiral Zumwalt. e.g.. the workings o
the VA Environmental Hazards Committee
and no comments- on those areas are of
fered.

Based on s review of the areas in <hic
OTA has been lnvolved. we conciude tha
many of the agsertions made In Lhe repor
supporting a conclusion that Agent Orens:
Is responsihle for s wide range of healil
probiems among Vietnam vetersns. are in
enrrect. These are not mainly matters of dis
fering opiniocn. but matters of fact—wha
did "or did' not happen. For those aspect
about which OTA staff have detailed knowl
eoxe, it appears that Admiral Zumwalt's
guments are based., in many insiances. o
faulty informacion or incorreet interpreta
tion of data.

Please do not hesitate to contact me i Foi
have eny questions. or contact Heilen Gel
pand in the OTA Heaith Program (8-8580)
who was responsible for the review. I hop
you find this material hetpful in sorting ou
these difficult issues

Sincerely,
Joux H. GIapous

OTA Rxvizw OF REPORT ™ THE SECRETAR
OF TEE DEPARTMENT OF VETERARS AFFAIR:
ON THE ASSOCIATION BITWEIN ADVERS
Hearr Errecrs AnD EXPOSURE TO AGEN
ORANGE, SUBMITTED BY SPECIAL ASKISTAN
Apm. ER. Zowwart, JA, Mavy 5. 1900
iBackground paper prepared by Hell

Guiband, Health Program, Office of Tech

nology Assessment, U.S. Congress, Jub

1290.)
¢The views expressed in this Backgronn

Paper do not necessarily represent the viev

of the Technology Assessment Board or it

Individual members.}

INTRODUCTION

Cm July 13, 1890 the Chairman and Rank
ing Minority Members of the House an
Senate Committees on Veterans' Affair
usked OTA to review the “Report to th
Secretary of the Department of Veterar
Affairs on the Association Between Advers
Health Effects and Exposure (0 Agen
Orange,” submitted by Special Assistant Ad
miral ER. Zumwait. Jr. The report is re
vinwed in this OTA Background Paper.

Admirsl Zumwait's report gives a hrie
history of Agent Orange use in Vietnarm
mentions early bealth studies related &
phenoxy herbicides; reviews the history o
compensation for Agent Orange-relates
health - effects: discusses the work of th
compensation for Agent Orunge-relate
health effectx discusses the work of the De
partment of Veterans Affairs (VA) Advisor
Committee on Environmental Hazards;. dis
¢ciusses varlous aspects of the Centers fo
Disease Control (CDC) validation study, an
gves brief mention to some canclusions o
the Selected Cancers Study; discuases som
finings of the Air Force Ranch Han
Study; mentions some other studies ¢
phenaxy herbicide expasure: and makes ret
ommendations to the Secretary of Veteran
Affairs for compensating Vietnam veteran
for health conditions he belleves are relate
to Agent Orange.

The report takea more the form of a legm
brief than of a scientific review of evidence
It makes an argument for finding tha
Aygent Orange- is responsible for a wic
range of heaith problems among Vietnan
teterans. The. argument depends in lary
part on Admiral Zumwalt's attempting
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discredit the VA Advisory Committee on En-’
vironmental Harards mn various Govern-
ment researchers.

This Background Plner concenirates on
questions of substance, particularly those
areas in which OTA has been involved. Most
prominently, this incindes the CDC valida-
tion study and Lthe military records research
leading up to it. OTA’s involvement stems
from its mandated responsibility (in Public
Laws 96-151 and 97-72) for reviewing study
prolocols and monitoring the conduct of
studies of Agent Orange and the Vietnam
Experience. OTA has also followed the
progress of the Ranch Hand Study and re
viewed the major reports from thai study,
as well ag a large number of other Govern-
ment and private sector studies relating to
the Agent Orange guestion. for the Veter-
ans' Affairs Committees of Congreszs OTA
stalf have been less involved with some of
the topics covered by Admiral Zummwalt, e.g..
the workings of the VA Environmental Haz-
ards Committee. and no comments on those
areas are offered

CEC STUDIES

Admiral Zumwait's characterization oI the
CDC studiet contains meny misstatements
of fact. His analysis-of the overall picture,
suggesting serious wrongdoing by CDC, Is
built an much of this incorrect information,
OTA was part-of the procesa that led to can-
celing the Agent Orange siudy, and had re-
viewed. progress along the way toward that

decision. CDC provided OTA with interim -

reports at vartous points during the process,
particularly when CDC proposed significant
changes in study design: OTA commented
on and approved or disapproved thase
changes cvonsistent with its statuitary man-
date, Most of Admiral Zumwalt’'s discussion
concerns the “validation study,” followed by
8 short discussion of the Selected Cancers
Study.

Admiral Zumwalt states that. based on
Congressional testtmony, “the design. Imple-
mentation and conclusions of the CDC {vall-
dation] study were so {1l conceived as to sug-
gest that pollticg]l pressures once again
interfered with the kind of professional, un-
binsed review Congress had sought to
obtain.™

Theatu.dyladum-ihadhyAdmlrﬂZum
walt aa “a study of the long-term health ef-
fects of exposures to herbicides in Vietnam
* ® * supposedly conducted to determine if
exposure could.. in fact, be estimated.” The

study waa not s -study-of hesaith effects; its.

. purpose was to determine whether exposure
estimates based an military records could be
- validated by a biological marker of expo-
sure, dloxin ieveis in bleod serum.
Admirat Zumwalt's repart states
“After four years and-approximately $83
rnillion in federal funds, the CDC concliuded
that an Agent Orange exposure study could

not be done based on military records, This.

concinsion was based on.the results of blood

tests of 646 Vietnam veterana which ostensi-

bly demonstrated that no association exist-
ed between serum dioxin levels and-military-
based estimates of the likelltood of expa-
sure to Agent Orange.”

It ia true that CDC concjuded that a study
could not be done based on miljtary records;
.OTA concurred in this. It Is incorrect to sug-
gest that 383 million was spent finding this
out, Most of the money spent by CDC went
to the successfully completed Vietnam Ex-
perience Study (& cohort study of about
17,000 men) and to the successfully complet-
ed Selected Cancers Study, a large case-con-
troi. study. The more serious problem with

this statement is Lhe characterization of the-

validation study resuits, In fact, the blood
tests did valldaie the exposure estimates

from 3e military records; which suggested.
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that few ground troops had significant ex-
posure to Agent Orange. Thai initial find-
ing. based on military records abiy provided
by the U.8. Army and Joint Servicea Enri-
ronmental- Support Group (ESG) that
ground troops generally were not in or
around aress dunng spraying or shortly
afterward, was the reason OTA and others
questioned the wisdom of going ahead with
an Agent Orange study on Lhe basis of expo-
sure based on military records. The valida-
tion stndy was an attempt to see Uf, in fact,
these men would have dioxin in their bodies
suggestive of higher exposures than were
suggested by the military records. They did
not

Admiral Zumwilt's report goes on Lo say
that the validation study itself suffered
from “a purpossful effort to sabotage any
chance of a meaningful Agent Orange anal.
ysis * Thiy Is based op his erroneous conten-
tion that men in the study were tracked on
the basis of the positions of their battalions.
not on their company positions. Although at
one point during the process, CDC consid-
ered using battalion locations. in the final
study, the men were tracked by company lo-
cations, something OTA insisted on. This I8
stated clearly in the Journal of the Amerl-
can Medical Association paper (which 15 not
clted in Admiral Zumwalt’'s report) {n which
CDC reported the results of the validation
study:

s ¢ ¢ the Environmental Support Group
had abstracted company locations for 50 of
the 65 identified battallions. For each day of
the study and for each company in these 50
battalions, flve exposure scores were com-
puted from the dates and map coordinates
of herbicide sprays and [rom military unit
locations. Scores were then asgigned Lo each
Vietnam veteran by using. the dates he

served inp various companies.”

The report by Admiral Zumwalt next pre-
sents an interpretation of information from
an interim report suhm.itt.ed by CDC to
OTA, stating:

#e®* = in a Pebruary 1985 report to the
Congressional Office of Technoiogy Assess-
ment, the CDC reported that in analyzing
21 of 50 detailed computer HERHs tapes de-
veioped by the ESG on company movements
that it was possible to correlate the expo-
sure data to areas sprayed with Agent
Orange with conaistent results. Indeed. a
peer reviewed study sponsored by the Amer-
iran Legion conclusively demonstrated that
such compuyterized data could be used to es-
tablish. a. reliable exposure clamxification
system essential to any valid epidemioiegic
study of Viemnam Veterana'

First. the CDC report discusses location
data-for 21 bartalions, the only reference to
*21" that iz in the report. The “Herts tape”
is n-computer tape prepared by the National
Academy of Sciences giving the coordinates
of Air Force Operation Ranch- Hand spray
mizssions: it contains no information on
troop movements. A second tape with simi-
lar spray information far other types of her-
bicide applieation, ¢.g. ground-based, heli-

copter spraying, and others, called the.

“Services Herts tape,” wis prepared by
ESQ; it also coniains no troop movement
dats, The staternent concerning correlations
of exposure data to Areas sprayed may be
referring to the following statement in the
CDC interim report:

“* ¢ * there have been ssveral attempis to
validate the informsation on the (Herbs)
tape. The latest validatiop studies were
done in Austraila and included a computer
imaging of satellite photographa to analyze
vegetation stress and its relationship to the
data on the tape, These studies conclude

that while the data appear 10 be conaistent

with the Information available for valida-
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tion. these sources are not sufficient ro
allow a definitive study.™

The validation referred to in the CDC ro-
porta concerns only whether the data on the
Herbs tape itself. documenting spray mis-
nans, are accurale: Lthey do not refer 1o any
troop movement data.

The American Legion study rel’en-ed to by
Admiral Zumwalt used a method of ciassifi-
eation that appears ta be even less valid
than methods rejected by OTA as being un-
acceptable for use in an epidemiolog:c
study. A copy of OTA's review of the Ameri-
can Legion study. which contains a detailed
eritique of the study methods, is attached

The next issue taken up in Admirai Zum-
walt’s report 1s that of the eligibility critena
for veterans to be Inciuded in the validation
study. He notes that the original protocol
required nine months of service in Vietnam,
subsequently reduced to six months: thsat
the study was restricted to veterans with
one tour of duty in Vietnam: and that the
time period of eligibillty wns extended tiwree
months backward and. three months for-
ward from the period originally chosen Ad-
miral Zumwalt characterizes the effect of
these criteria as “dilut{ing) the possibility
that study subjects would have been ex-
posed to Agent Orunge, which In turn would
impair any epidemiological study’'s ability to
detect increases in disease rates.”

In fact, the two changes (in length of serv-
ice and calendar perjod of service) were
made in an attempt to include more people
who had been present during periods of
heavy spraying in 1967 and 1968. As it
turned out, some battalions that had been
in or near areas that had received heavy
spraying during 1967 had arrived in Viet-
nam in late 1866, Had the original eriterion
been retained, all the men in these battal-
jons would have been exciuded. The reduc-
tion in toial amount of time spent in Viet-
nam was also an attempt to include men
who had been In closest proximity to spray-
ing on & large number of days, but who
might not have spent nine months in Viet-
nam. The approximately 10,000 eligible men
formed the pool from which men with the
highest probability of exposure. based on
the military records, were selected for the
exposed groyp in the vaiidation study. A di-
lLution effect, as suggested by Admiral Zum-
walt, would only operate Uf ali the men were
included. which was not the case. The re-
striction to who had served one tour of
duty was the original criterion proposed by
CDC (not & change, as Admiral Zumwalt
states) in an attempt Lo study men most rep-
resentative of the majority of men who
served.

Admira] Zumwalt states that CDC:

“determinef{d] unilaterally that blood
tests taken more than 20 years after a veter-
an’'s service ir Vietham were Lhe only valld
meansy of determining a veteran's exposure
to Agent Orange.”

The long-lived persistance of dioxin in the
body had been known for many years. based
on biopsies of fatty tissue of people heavily
exposed. The development of the blood test
by Swediah researchers and by CDC made
meagurement of body burden of dioxin a
feasible approach to studying somewhat
larger numbers ©f men than was [easible
using fatty tissue. At the time CDC's vallda-
tion study was planned, they had alresdy
conducted a study comparing hlood serum
dioxin levels with dioxin levels in fat in a
population in Mizsouri expoassd yeara earli-
er, and found a very good correiation be-
tween the two measures. The same laborato-
ry Lesty, performed by the Swedlsh e
searchers. were used I a similar valldation
study of Vietnam veterans carried out by re-
searchers at the New Jersey Agent Orange



expect ground
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~gyen though the CDC has previously
stated that It believes exposure to Agent
mummmmitlomdm
difficulty in reparting to the press upon the
Selected Cancers Stody that

thehutha&theCDCmdenoeﬂonw
determine . .. If study subjects Werr,
indeed.upuaedtodloxim...lnnnw
a:rd.lnsmﬂmdnswhnhavemadepmﬂmi-
mmdmmstmdjnnmem
ustimlmweralmyonenmrmupmz.
with the exception of oon-Hodgkin's 1ym-

mmlowutom:kemycnm:lu—

The Department of Health and Huraan
Servns‘mrdmeonthesdecwd(:m-
u:msmd:rquumnr.ﬂoperunytnz."me
nudydmmﬂndmeﬁdmmumm-
crensed risk [of non-Bodgkin's ympiomal
might be dus to Agens Orange exposure.” IL

higher risk than Vielnam
veterapns based on land, and Vietnam veter-
mwnnn:vedlnmm:herednnn!
huvumowmundedwh-u
somewhat jower risk than Vietnam velerans
who served in other regions.”

We do not agree with Admiral Zumwalt's
power of the

before the House
Affaira

THE AIR FORCT RANCH HAND STOUDY

nmcnmm.crmmnmmm
invoivement with this study, but we have re-
viewed most of the major Ranch Hand re-
ports far the House and Senate Veterans'

Committees, and have kept up to

anything else.

Admira) Zumwait states further that

s ¢ ¢ The Ranch Hand study is nok at
this date, an Apent Orange study at all since
dioxin exposure could not be determined re-
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liably in the first piace. In other wards, the
Air Porce cowld just as easlly have conciud-
ed that the heaith probiems associated with
the Rapch Harndders were not necessarily re-
lated to ealing beer nuis”

The Rancn Hands, s & §roun were
Kknown to haee been exposed to Agent
Orange. The residual leveis of dioxin in their
bodies. as found by current blood testi veri-
fies this group eXposure. The comparison
group in the study did not have such expo-
sure. In the best of ai) worids. a more specil-
icmemlrewoludbeuud.lnucr..me.ﬂr
Porce researchers have beed reanaiyaing
the data from the study using the newly
available dioxin blood levels as more specific
means af cALegOriZing In an earii-
er portiom of Admirsl Zumwalt's report oo
bealth studies relating to phenoxy nerbi-
cides, he slalex

“In 1974, for exampie, Dr. Lenpart Har-
dell began a study which eventually demon-
sirated a statistically significant correlation
belween exposure to pesticides containing
dioxin and the development of soft tissue
sarcomas.

“In 1074, Axelson and Sundell reported a
two-foid increase of cancer in s cohort study
dSwedJshrlﬂwayworkmexpmdmam-
riety of herbicides containing dioxin.

«In 1680, ancther provocative mortallty
study of workers involved in an accident it
an industrial plant which manufactured
dioxin compounds suggested that expasure
to these compounds resulted in excessive
deaths from neoplasms of the lymphatie
and hematopotetic tissues.”

1n nome of these studies, or many others
cited Dy Admirsi Zumwalt was there any
direet measure of dioxin exposure. Just a3
with the Ranch Handi. these were peopls

ﬁomlnmnnycasa.e:poam'mnotu
well documented as Lbey were for the
Ranch Hands, even beiore dioxin blodad
levels were muasured- If the Ranch Hand
study is to be considered invalid because of
this. so must these others.

SUMMARY

A major theme of Admiral Zumwalts
report is captured in the following quote:

“QUnfortunately, political interfererce in
government sponsored studies associared
ﬂmmutomhasbeenmenorm.w
the exception. In fact, there appears to have
beens o systematic effort to suppress critical
data or alter results w meet preconceived
potions of what alleged scientific studies
were meant to find.”

B-udon:reﬂewoh.heumofﬁdmml
Zumwalt's report In which OTA has been i
volved. it appears that many of the asser-
tions lesding to his conclusions are mcor-
rect. These are Dot mainty matters of differ
ing opinion, but Coatlers of fact—what did
ordldnothmpen.?ort.hmeawecuabou:
which OTA staf{ have detalled nowledge.
It sppears that Admiral Zumwalt's g
ments are based, in many instances 0od
fanity informmtion or incorrect nterpreLs
ton of deta.

PorLIc HearTn SERVICE.
Washingtor DC, October 5, 1990.
Hon ALAN CRAMSTON,
Chariman. Committee of Velerars’ Affains
U.S Semate, Washington, DC.

Dxax Ma CHAIRMAN: This is In further re
spose to your letter of July 13 for an Agen
Orange Task Poree review of the ~Heport 1
the Serretary of the Department of Veter
ans Affairs on the Association Between Ad
verse Health Effects and Exposure to Agen
Orange.” by Admial ER Zamwait, Jr
dated May 5, 199Q.

I asked the Science Panel of the Agen
Orange Task Force to. conduct sueh
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review. A copy of each Panel reviewer's find-
ings and a list of the names of the reviewers
are enclosad, plongy with a summary cover
sheet prepared by the Pane!l In general the
Science Panel found that the report “is not
based on fact and s without sciemtific
merit.”

Identical letters are being sent to Con-
gressmen Bob Stump and G.V. (Sonny)
:dktnt:nmery. and Senator Prank Murkow-

Sincerely yours,
JaNzs O. Mason, M D_Dr. PH,
Azziztont Secretary for Health

[Review by the Agency Orange Task Foree
Sciencs Panell
“RxroRT TO THE SICEETARY OF THE Drrany-
MENT OF VETERANS AFPAIRS ON THY AAsSc-

(By Admiral E R. Zumwalt, Jr.)

Admiral Zumwalt's report takes more the
form of a iegail brief than a scientific review.
The repart cites unverifisble references.
These lncluds uncontested charges in & con-

. gresxional hearing (pages 24 to 32), an anon-
ymous review (page 221), extracts irom per-
scnal letters (pages 5, 20-22. 38, 40). & “3e-
lection of papers” not otherwise character-
lred (page 22), citations from a veterana
service organtzation (page 27, 2§}, unsup-
ported statements by s legislator (pages 24.
32, )4, 35), charges presented in a legal brief
{page 37), newspaper articles (pages 47, ¢8),
and other sources not generally accessible
for eritical review (pages 12, 23, 34. 39).

Much of the “scientific” information con-
tajned in Admiral Zumwalt's report is & re-
statement of the Report of the Agent
Orange Scientific Task Porce commissioned
by the American Legion, The Vietham Vet-

. ersns of America, and the National Veter-
ana Legul Service Project. The problems
contained in the -American Legion report
have been commented on before, -

Admiral Zumwalt's report restates previ-
ously discussed Issues with a very selective
interpretation of historical Information to
suppart a particular point of view. Many of
the inaccuracies are not matters of differing

‘opinion, but of fact—what did or did not
happen. .

The Science Panel concludes that Admiral
Zumwalt's report is not based on fact and is
without scientific merit,

Coples of the Individual members’ review
without identifying Information are con-
tained in Appendices A through M.

AGENT ORAMGE TASK PORCE SCIENCE PANKL,

CHAIRMAN
. Vernon N, Houk, M.D., Director, Center
for Environmental Hesaith & Injury Con.
trol, Centers for Disease Control, 1600 CIif-
ton Road, NE. (F-20). Atlants, GA 30323,
Phone: 238-4111 OR (GM) 4&8—4111. Fax
2384581

MEMNERS
Dr. Donald Barnes (A101), Senjor Science
Advisor to the Asgistant Administrator for
Pesticides & Toxic Substances, U.3. Envi-
ronmental Protection Agency, 401 M Street,
S.W., Washington, ‘D.C. 20480, Phone: 383-
4128 OR (202) 382-4126, Fax 758-0232,

Charies E. Brodine, M.D,. Asgigtant Med!--

cal Director for Environmental Health &

3245, 2201 C Street, N.W., Wazhington. D.C.
20520, Phone: 647-5337 OR (202) 6478337,
Fax: (202) 647-0029.

Dr. Miriam- R. Davis, Health Scientist
(Pollcy Analyxis), National Institute of En-
vironmnental Health Sciences, NIH, Building

31, Room 1B33, Bethesda, Muryland 20881, .
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Phone: 406-1311. Fax: 466-0563 OR (30D

496-0583.

Dr. Marllyn Fingerhut. Chief, Industry-
wide Studies Branch, Natiopal Institute for
Occupational Safety & Health, CDC, Mai]
Stop R-13. 4676 Columbia Parkway, Cincin-
natl. Ohio 45228, Phone: 8844203 OR (513)
B41-4203, Fax: 684-4540.

Ma Hellen Gelband. Analyst, Office of
Technology Assessment, U8B, Congress, 600
Pennsylvania Avenue, S.E. 4th Floor,
Washington, D.C. 20003. Phone: (202) 228
8890, Fax: (202) 228-6098.

Dr. Lawrence B. Hobson, Director, Envi-
ronmental Medicine Office. Deparunent of
Veterana Affairs, 810 Vermont Avenue,
N.W. Room 637, Washington,” D.C. 20420,
Phone: 37)-4117 OR (202} 233-1604. Fax
373-2807.

Dr. Han E. Eang, Director, Depu.runmt
of Veterans Affairs, Office of Environmen.
tal Epidemioiogy (10B/A02). 1825 K Street,
N.W. Room 322, Washington. D.C. 20006.
Phone: 6344800, Fax: 6344808,

Dr. Jeffrey Lybarger. Office of Beaith As-
sessment. Agency for Toxic Substances &
Disease Registry, 1600 Cllfiton Road, NE
(E-31), Atlanta, GA 30333, Phone: 236-0550
OR (404) 638-0550, Fax 238-0588.

Dr. Robert W. Miller, Clinical Epidemioclo-
gy Branch, National Cancer Institute, NIH,
EPN—400, PBethesda, Maryland 20882,
Phone: 498-5§78% OR (301) 498-5785, Fax:
(301) 496-1854.

Stephen B. ‘Thacker, M.D., Director, Epi-
demiology Program Office. Centers for Dis-
ease Control, 1800 Clifton Road N.E. (C-
08), Atlanta, GA 30333, Phone: 236-3661 OR
{404) 339-3681, Fax: 236-3950.

Dr. David E Uddin, M.D., USN, Senior
Policy Analyst for Medical Research, OASD
Health Affairs, Room 3D386. The Pentagon,
‘Washington, D.C. 20301-1200, Phone:- §95-
T118 OR (202) 685-7118, FPax: §94-3537.

Colonel Willlam H. Waolfe, MC, USAF,
Chief, Epldemiology Division. USAF School
of Aerospace Medicine (AFSC), Brooks Air
Force Base, Texas 78235-5301, Phone: (512)
5368-2604, Frx (512) 536-3219,

Dr. John P. Young. Director, Division of
Reproductive & Developmentsl Toxicology,
Nationsl Center for Toxicological Ressarch,
Food. and Drug Administration. County
Road #3, Jefferson, Arkansas 72708, Phone:
T00-4304 OR (501) 5414304, Fax: 750-4138.

STAFY

Anthany 8. Fowler, Deputy Chief, Agent
Orange Projects. Centers for Disease Con-
trol. 1600 Clifton Road. N.E. (F-18), Atlan-
ta, Georgia 30333, Phone: 2364480 OR (404)-
4884480, Fax: 236—4141.

ArPrENDIX A
MEMORANTOM

Date: August 7, 1890,

Subject: Report to the Secretary of the De-
partment of Veterans Affairs on the As-
sociationy between Adverse Heslth Ef-
fects and Exposuretc Agent Orange.

To: Vernon N. Houk, M.D., Director, Center
for Environmental Health and Injury
Control (F29).

In general, this report rehashes previously
discussed issuss with a very selective use of
historical information to support a particu-
jar point of view. 1 zm particulariy con-
cerned that Admiral Zumwalt has taken &
clearly anti-Government stance to the point
that he does not cite Government scurces
when they support his position (e.g., the Se-
lected Cancer Study conclusions on non-
Hodgkin's lymphoma), cites preliminary
proposals from the Centers for Disease Con-
trol (CDC) as final protocols (e.g., the 1985
interim report to the Institute of Medicine
which was used for discussion in subsequent
revision of protocols), and recommends the
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use of the serum dioxin test for all reterans
after summarily dismissing the test's utility.
In addition, the Admiral's lack of qualifics-
tion as either an epidemiologist or & labora-
tory scientist is {requently evident by the
nature of his presentation of data. notwith-
standing his use of consultants who are
either anonymous or known to be biased
with regards to this topic. To draw the con-
clusions that he does. the Admiral shouid
have done the carefuily constructed meta
analyxis of the scientific information to
quantitatively and critically assess the stud-
ies that sddress each of the isSues that con-
cern him This simply was not done.

I will present specific comments below to
issues as they appear in the report

Page 17. The meaning of the phrase “at
least ag likely as not in a acientific study
show a significant statistical association be-
tween & particular exposure to herbicides
containing dioxins and a specific adverse
health effect” has no precticai meaning.
Critically important is the fact that conclu-
sions are aften not based on statistical crite-
ria. but rather & vagary about "af least as
likeiy as not.”

Page 19. It I8 not accurate to characterize
Jemnne and Steven Stellman, as well as an
ancnymous reviewer, as impartial scientists.

Page 21. It Is accurate to characterize the
Stellman’s report as representing a polnt of
view rather than a careful agsessment of the
evidence, The Working Group has provided
a critical review of the Stellman report pre-
viualy.

Page 24, In response to allegations about
the propriety and quality of the CDC study,
It should be clearly reiterated that not only
did CDC gather together an excellent group
of scientists from both inside and outside
the Government to conduct the Vietnam
Veterans studiea, but that the protocois for
each of the studies were carefully reviewed
both by the science panel of the Agent
Orange Warking ‘Group and by an excep-
tiopally talented and impartial group select-
ed by the Institute of Medicine. Comments
from theas reviewers were sometimes eriti-
cal and subsequently their suggestions were
Incorporated into both the study desigh and
analyses conducted by the CDC staff. In
short, it should be made ciear that CDC did
not act alone or in & vacuum, and that non-
governmental experts were ssked from the
beginning to provide input and critique of
CDC activitiea,

Page 25. Allegutions which appear
throughout such as “a purposeful effort to
sabotage” are unfortunats and detracts
from other elements of Lthe report.

Page 27. Discuszing Richard Christian’a
testimony i3 quite misleading. The 1985
report to OTA Expert Panel was preilmi-
nary and only dealt with the correiation
amongst different exposure measures in
predicting troop movements. That these
might be correiated with each other has
nothing to do with whether or not they may
accurately predict exposure to Agent
Orange.

In the second paragrapb on page 27. CDC
Is criticized for various alterations in the
CDC protocol These nlterations are, in fact,
& series of efforts to increase the power of
the study to draw significant statistical con-
clusions. The investigators examined the
effect on study power of each of the
changes deacribed (e.g.. minimum length of
service.) The effect of these possible
changes in design were then reviewed by the
science panel and the IOM to ascertain
what would be the optimal study size It
should be recognired that the basic critical
parumeters for retaining comparabllity of
exposed and unexposed groups were never
compromised. In addition, it should be-re-
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cailed that only in the validation stody were
any of thers alternative methods empioyed
zinoe the artual Agerd Orange Stody was
never conducted. It is quite common {or sed-
entisis 1o ook st allermative woys to design
s study in order to balanes things such as
precimon of estinates with power consider-

Page 29. The decision to rely on a blood tast
unilatersl. CDC had reeeived

which was reviewed by the science panel of.

the Agent Orange Working Groua. the OTA
Expert Panst, and an cutsids group aof ex-

erce panel of the Agemnt
Group and OTA expert Panel {as well as re-
viewers for the Jomrmml of the American
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thauﬂ:fmibledametumwhteb-l
study looking st veterans experience could
be concducted in a rexsonable number of
rmmnmmmme&mmm
fails to menptson the findings of the Vietmam
Experience Study which did delinesie spe-
cific effects on sperm of veterzns of Viet-
nam not found in veterans from the United
States or Germany. The Vietnam Experi-
mice Stdy, however, also showed the lack
of difference in the oecurvence of birth de-

- {eets among Vietnam and noa-Vietham vet-

erAns.

Page 15 The last sentence of the page
m;mmmmartmmemm
Hand Study wirich tries to minimize the ef-
forts of the Afr Poree investigators with &
comment sbout “beer puts” Such com-
ments detract from the suthory effort to
present & reasoned argument,

Page 44 The immunciogical srgument

- about the pomsibiitty of cne mojecnle of &

carcinogen conld cause capcer presents a
problem thxt has no schition. Obricasly, in
the day-to-day environment of sny U3 citd-
zen., =zch of us is exposed Lo meny mare
molecules of carcinogens Given the “Im-
argmment,” everyone could con-
tact caprer within the next 5 to 1D years.
Indeed, the fresence of carcinogens tn xides-
tream smoke of cigarettes would more than
foiml tiis prophacy.
m:m.ﬂemcaeddunnottonuthc
EERBS tapes is explicable and is based on
sound. selentific judgment. not ooly by CDC

. iriveatigators, but. by the Agent Orange Sd-

o
i
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data he presents He also cites studies such
& the Alsea Dregon mivcarriage study while
{gnoring otber work that renders their con
ousions invalid. At other times he taire
guotes out of context (pages 30 and 29), dis
torting the sctual intent of the author.

%2 One of the most {rustrating aspects of

uunmnmhndmiuLMmWDMDh
based on outdated and erroneous estims
untllotthouxeﬂhoodolexpolureotmns
military personmel while serving in Vietnzm
decisions made in the late 1970°¢ an
198¢'s concerning the likellhood af ex
to combat toops n Vietram haw
supersededt new data o the actusl
urden of dioxin in Vietnam veterant

4

been
body

Control on both Army and Air Force per
sormel clearly demonstrate that significam
exposure of military personnel only o
curred for those men directly invaived [
the handling and application of the herb
cides. Noms of Lhese studies have found an
other {demtiflable group of military persod-
nel with elevated body burdens of dioxia
While this does not prove that other veter
ans were not exposed, it does indicats tha
sizmnun:expouuredmnmmmrm
vast majority of troopa in Vietnam.

3. The Admiral alleges thal governmen
scientisty knew that Agent Orange was i
hazargous mixture and that it was still used
“This aliegation is based largely on & leut=
from an "Air Force scientisz” (Or James &
Chry)andhnott.rue.'rheueofhemlcich
in Vietmam was based on 4 20-year histan
of use o forestry and agriculture. Problem
were recognized In industrial population
but not among WOrkers A
ather users of the end products. The Admn
rﬂmpestedlymnmmmnnmotmnmh
and fraud by government and nongovers
ment scientista. He clearly feels that anyon
who disagrees with his position an this tsswe
hmemmmulmummun!nu:ﬁ
ed, unjustified and inappropriate in a docy
mt.thupu.rpommheudmuﬂr.m-i
Zumwult clearly does not understand ta
baxic facts of laboratory science. On pag
nbedtuwhuhafuhmwiommu
in the laborstory determination of dioxia
Mvtdsnommmnandmedh
the laboratory apd are understandable B
anyore knowledgesbie in the managemen

of sdipose tiamie dioxin levels are the “Goil
Standard” of exposure, It is also becomios
increasingly clear that in studies of shox
duration exposure to potentially toxic sub
stances, the determination of actual bod? .
mott.hachemicdotlntuuthmd
t0 the validity and sucoess of the stndy.
Without such measurements. a-valid studf
is vircually imposshle to socomplizh.

4 The Admirsl’s comments on the Ranc
Hmdmdymdhtonedandmm.m
sliegation (page 32} that “... there ha
been & systematic effort Lo sappress critics
data or alter results” ls unfounded. TH
dsta from the Ranch Hand studies wes
never sitered wrrd the comclusions were nob
“snbgtantially” changed. Alr Foroe selentis
did modity the text of the report as it wenh
through the editing process Lo bmprove the
elarity of the repurt and consistency of .
conclusions with the data. The aotivors di
not want to either overinterpret or underin-



sons™ are Wrong.

5 The Admire) alleges that there has
been management interference in the sci-
ence of the Ranch Hand study by Air Parce
White Housp staff. These allegutions
untroe. There has been Do Interference
The Atr Porce scientiats have informed the

:It;ds. the scientific data or the study re-
ta
& Admiral Zumwalt criticizes the Alr

in most epidemiciogic studies of accupation-
al exposures. Even though the Air Force ex-
posure index does not accurately asaess ex-
posure for the individual veteran, It is more

her_blddﬂord‘laﬂn.
ings of the Air Force study results, mention-

report
compensible disesse.

% Summary: Admirs! Zumwait's opinions
are obvious i thix report, but he presanta
littie valid evidence from studies of humans
to support his allegutions of a link between
disease and Agent Orange. He repeatedly
denigrates all studiea that reach conclusions
counter to his personal beliefs and makes
personal attacks on Lhe integrity of the sci-
entists conturring those studies At the
same time he - blindly accepts the results of
studies that agree with his optrmions. On bal-
ance, this repart_contributes little to the
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Agent Orange issue. The Admiral clearly
has a personal stake !n the Agent Orange
{ssue and it is unreasonable to expect him to
provide the neutral and unhiased approach
necesssary to evajuate the scientific materi-
al concerning the effects of Agent Orange
on the heaith of Vietnam veterang

Mzuo rox RECOAD

Avsust 8, 1990,
To: Vernon N. Houk. MD, Director, Center
for Environmental Health and Injury
Control. Centers for Disease Control
1800 Cliftcn Road, NE (F29) Atlania.
GA.

This material contains my comments on
Adm. Zumwait's document. 1 am sorry it iz
not on letterhead stationary, but [ have
been on leave and TDY for most of the past
3 weeks I will express - mail a clean copy of
the letter on official stationery on Friday. I
hope this material will be heipful in prepar-
ing your response to the committees.

I have also found some background mate-
ral on Dr. Clary, the Air Force “acienust™
cited by the Admiral He was an active duty
eaptain working at Eglin AFB from. 1968 to
1971. Al Young knew him at that time and
says he (Clary} imew little about the herbi-
cides and knew pDothing about dioxin until
1971 when Al told him about it. He went on
an extended TDY to Vietnam in 1970, most
likely as part of the team Lhat closed out

fined his criticism to the VA hazards com-

' mittes and left us pretty much untouched.

Arrzrorx C

Avcost 13, 1990

Vxwor N. Hoox, MDD,

Asriztant Surpeon Geneval, Du-u:r.or Cenler
Jor Environmeniacl Health and Injury
Control, Centers for DlmCo-.tml At
lania, G4

Dmar VErwow: [ regret that [ did not re-
spand sooner ta your request for a review of

g Admiral ER, Zumwalt'a “Repart to the Sec-

retary of the Department of Veterans Af-
fairs on the Association Between Adverse
Health Effects and Exposure to Agent
Omange.” The Agent Orange Task Force was

" asked to.review this report by the Senate

and Houss Veterana Atfairs Committees.

The Zumwalt Report is designed Lo estab-
lizsh & link between = list of beaith outcomes
and exposure to- Agent Orange, The stand-
ard he uses to establish this link—"that it ia
least as likely as not that there is a statistl-
cal association”—{s a legully based standard,
not an epidemioiogical aor. toxicological
standard Several recent reviews in the hio-
medical. literature are much more circum-
spect about, the relationship between Agent
Orange (specifically 23,7.83-TCDD) and
human disesss (Lillenfeld and Gallo, 1989;
Johnson, 1880) Given ths high quality of
these reviews—in fact, Lillenfeld and Gallo

is even cited in the Zumwalt Report—i do-

not see the need to respond to the allega-
tiony mada in the Zumwalt piece.
Sincerely, )
REFERENCES

Johnson, E (1980} Association between
soft tissue sarcomas, malignant lymphomas,
and phenoxy herbicides/chlorophenois: evi-
dence from occupational cobort studiea
Pundamental and ApplUed Toxicology. 14,
218-234.

Lilienfeid, D. and Gallo, M. (198%) 2.4-D,
2.4.5-T, and 2,3.7.8-TCDD: an overview. Epi-
demiologic Reviews, 11, 28-58.
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Arrewprx D

Jury 20, 1990,

Re review of the "Report to the Secretary
of the Department of Veterans Affairs
on the Association Between Adverse
Health Effects and Exposure o Agent
Orange” prepared by Admiral EX Zum-
walt, Jr.

Dr. Vernon HoUx,

Chairperson, AOTF Science Panel, Director.
CEHIC, Centers for Disease Control (F-
29), 1500 Clifton Road, N.E.. Chambiee.
Building 27, Atlania, GA

Deaa Do Houx: What has happened (o
~srientific” evaluation of the Uterature? Is
it vogue to present only one side of the
issue? This is the second document that the

Science Panel has reviewed lately that does

a very thorough job of presenting the case

of potentizl harm to the Vietnem Veteran

from dioxin and/or Agent Omnge. Has
anyone taken the time to pull together only
the negative data 30 that we can have sepa-
rate documents for both sides of this issue?

I'm st a loss s (0 even how to approach
critiquing this document Admiral Zum-
walt’s list of heaith harards to dioxin expo-
sure on page 3 was amazing, to sy the Jeast!

This must comprise every health issue that

has ever been even mentioned in & dioxin ar-

ticle, Did he leave out any type of cancer?

Admiral Zumwalt also concluded on page 3

that “. .. the Veterans’' Advisory Commit-

tee an Environmental Hazards has not acted
with impartiality in its review and assess-
ment of the scientific evidence .. .70 it
would seem that Adwmiral Zumwalt could be

accused of a.similar fallure to exercise im-

partialityt

Quite a few of Admiral Zumwalt's reter-
ences to documenting the health hazard of
dioxin are from the 1970s when the knowl-
edge base was mainly animal data. There is
little disagreement, if any, that dioxin is
very toxic in our laboratory animals in a va-
riety of ways; it was thig toxicity that initi-
ated the extensive research effort in the
1980=, both in animals and humans. Howev-
er, the subsequent humean epidemiological
published reports have not proven. when
taken in total. that dioxin ls as potent to
humans as would be implied by the animal
toxicity. Perhaps. as pointed out by Admiral

Zumwalt. just enough time has not eiapsed

since the Vietnam conflict for the dioxin

health effect t0 be properly assessed: but
this lack of time-lapse does not justify inclu-
ston of every effect mentioned in the "70a

Admiral Zumwalt stated on page 12 that

. it can fairly be said that the general

attitude both within and outside the scien-
tific community waa, and continues to be in-
creasing concern over the mounting evi-
dence of a connection between certain
cancer illnesses and exposure to dioxins.™
I'm just the cpposite! With all the money
and effort that has heen expended on dioxin
research and the proven animal toxicity at
fairly low levels, I am amazed that more
substantial findings have not been linked
with human health hazards

Admiral Zumwalt siated on pages 19-20
that he asked several “impartisl scientists™
to review the Advisory Committee tran-
seripts. I am not familiar with the creden-
tials and impartiality of Drs. Day and Hartz-
man; however, Dri Jeanne and Steven

Stellman have proven thet they are any-

thing but lmpartial with this lssue. [n fact

their 1888 articles in Environmental Re-
sexrch read very much like this document in
their one sided approach to the literature.

Admiral Zumwalt recommends that the

Vietnam Veteran be compensated for a Tari-

ety of ilinesses Lhat he has concluded are

connected with Agent Orznge and their
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Vietham service I have no problem with
compensating the Vietnam Veteran for any
llnesx. I have no problems with decisions
based on political consideratinnz as they are
beyond my sphere of influence or expertise.
However, I do have problems with justifying
that compensation based on the acientifie
evidence for and against dioxin or Agent
Orange aa the welght of the data is present-
ly just not there,

Just once before I got off of the Science
Panel, 1 would Uke to see a scientificaliy
sound and unbiased review of the dioxin lit-
erature that the scientific community, the
Vietnem Veterans organizations. and the
politicians would embrace. However, 1 know
that 1 am just being optimistict

Sincereiy,

Avgusr 7, 18940,
Dr. Vernon N. Houk, .
Chairman. Science Panel. AOWG, Center for
Environmenial Health and Injury Con-
trol, Building 27, Room 121}, Centers for
Disease Control 4770 Buford Highway,
Chamblee, G4
Dzax I'm. Hov I am responding to your
request that the Science Panel members
review the “Report to the Secretary of the
Department of Veteran Affairs on the Asso-

Exposure to Agent Orange.” by Admiral . E
R. Zumwalt, Jr., dated May & 1590,

I wan saddened by reading the document.
It is not an mpartial assessment of scientif-
ic studies. The document makes pumerocus
charges of misconduct and Iraud, citing
comments from various individuals as evi-
dence for the charges. Although the docu-
“Inent expresses the author's reasons for ree-
ommending compensation for Vietnam vet-
erans, the reasons are not hased upon a crit-
ical evaluation of scientific-studies relevant
:o the questions of exposure and heslth ef-

ecta ’

I bave previously reviewed many of the
relevant studies (“Epidemiology of Popula-
tions Exposed to Dioxins”, M. Fingerhut et
al. in Solving Hazardous Weste Prohlems:
Learning From Dioxins, A.C.S. Sympasium
Serles 338, American' Chemical Soclety,
Weshington D.C., 1987). I have also com-
mented many times on the studies as s
member of the Science Panel. Consequently,
I have no additional comments to offer on
the scientific lsyues.

Sincerely youra,

ArFrerorIx P
Mruoxasnus
Date: July 27, 1950,
Subject: The Zumwalt Report on Agent
Orange.
To: Vernon Houk, M.D,

The best.,” most comprehenxive review of
the effects of dioxin on the human la the
book by Michael Gough, Diorin. Agent
Orange: TAe Facts (Plenum Press, 1986). Dr.
Gough was the Director of Special FProjeets
at the Congressional Qffice of Technology
and Assesgment, and oversaw ita report on
dioxin by an expert panel of university-
based experts. He knows the subject as weli
as, If not better than anyone. His book is
dispassionately scientific and in marked con-
trast t0 the report by Admiral Zumwait,
which does not cite the book.

It is difficuit for someone who has not
been deedly involved in a scientific subject,
especially a non-sclentist. to separate real
from spuricus findings on dioxin.

For example, the report states s prefer-
ence for estimates of exposures Lo Agent
Orange based on difficult-to-conflrm mill-
tary locations (n Vietnay, instead of an ob-
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jective laboratory. measurement. There I8 no
way to confirm exposure indices except by
laboratory testz If there was no exposure,
there can be no effact. Until proven other-
wise. the serum ievels show no exceptional
exposure of ground troops in Vietnam The
mme (ests cleariy show elevations In levelg
of dioxin in Ranch Hand personnel. The
report attempts to discredit the blood test,
but it is Christian‘'s exposure indices that
cannot be substantiated,

The question of birth defects among the-
children of Rarch Hand personnel: the
report prefers subjective Information from
parents to cbjective reports from medical
recorda. It is well Xnown that medical histo-
ries are more fully reported when the re-
spondents are concerned about a particular
exposure than when they have not been ex-
posed. The Alr Force will soon complete ita
study of birth defects recorded In the medi-
cal recorda of the children of Ranch Hand
personnel. Until then, no statement can be
made about the reality of an effect.

Page 3 of the report lists 30 health prob-
iemn mid to be related to Agent. Orange ex-
pasure. The report falls to consider that a
poorly documented claim of an effect must
be distinguished from one in which causali-
ty is supported by a dose-response effect, ex-
clusion of other posaible explanationa, bio-
logical plausibility, and/er replication of the
finding by other investigators. Were these
standard criteria applied, the list would
evaporate, except for chicracne, porphyria
and a few findings which are equivocal and
still under study.

APFENDIX G
AUGUsT 4, 1980,

Dr. Vezwor Houx,

Chairman, Science Puonel Apent Omange
Work Group, Centers for Disecse Con-
trol, Allenta, GA. - .

Dxar Dz. Hovx: Attached is my review of

“"Report to tha Secretary of the Department

of Veteran Affairs on the Association Be-
tween Adverse Eealth Effects and Exposure
to Agent Orange”, aa.requested In your
letter of July 24, 1950, )

As you are no doubt aware, the paper in
question is not & scientifle document, per se:
rather, it is a policy recommendation that is
supported by & technical discussion of the
issue, The document is more akin to.s legal
brief than to a scientiflc paper. Consequent-
1y, the document ix not amenabie to a stand-
ard scientific review in the traditionai sense_

As an advocacy piece, the document does s
good job In- mounting an srgument for s
particular point of view. However, as s
often the case In such advocacy pleces. the
paper iz not s balanced, cbjective treatment
of the scientific literature on the toxic ef-
fects of Agent Orange and/or 2.3.7,8-TCDD.
Only selected facts are presented and often
{n a one-sided way. Interpretations of mo-
tives of individuaia are-intermixed with in-
terpretation of data from experiments. In
many instances there are alternative, com-
peting (nterpretations—for both the motives
and the data—which should be also consid-
ered by decisionmakers,

Sincerely,

r

Arrxxpix H

Memorandum for: Dr. Vernon N. Houk, Di-
rector, Center for Environmental Health
and Injury Control, Centers for Disease
Control.

Subject: Review of “Report to the Secretary
of the Department of Veterans Affairs
on the Amociation between Adverse
Heajth Effectz and Exposure to Agent
Orange”, prepared by Admiral ER.
Zumwalt, Jr. ™~

November 2. 199

I reviewed the subject document in my a
parity as a2 member of the Science Panet,
the Ageni Orange Task Force. The follm
ing comments are provided:

Admiral Zumwait concluded that the woe
of the Veterans' Advisory Committee on Ey
vironmental Hazards is “not sensibie”
“rather unsatisiactory”, has “little or no m
entific merit”, and contains “faulty conct’
signs, flawed methodology, and noticeah
bias”. the CDC study “desgn. implemeny
tion and conclusions were 30 ill conceived,
to suggest that political pressures om
again interfered with the kind of professio
al. upbiased review Congress had sought:
obtain”; conclusions of the Alr Force Heak
Study were “aitered™; studies conducted j °
independent reviewers are characterized j
the same “deception. fraud and political ¢
terference Lhat has characterized goven
ment sponsored studies”.

‘There is no evidence presented to suppa
these accusations other than the optnions(
the “experts” drawn upon by Admiral Zu
walt. The paper i& not an impartial revw
of the literature.

Arrempix 1

A RzviEw or “"RrrosT TO THE SECRETARY |

THE DEFPARTMENT OF VETEMAN AFFAIRS ¢
THE ASSOCIATION Brrwrzm Apvmm
HEALTH ErrecTts AND EXrosURr TO Acn
Oranarx”

GENERAL COMMENTS

1. The paper in-question is not a scientt
document, per se; rather, it is a pollcy e
ommendation that ts supported by a techy-
cal discuzxion of the Lssue. The document.
more akin to a legal brief than to a scien:
ic paper. There are many references mu
to testimony presented in court proceediny
at Congressional hearings- (often elting i
words of the legialators. rather than o
technical experts), and in correspondence:
the author, that are hardly the type:
peer-reviewed sources to which scientists o
comfortable in ascribing unalloyed acientt
credibility. -

Consequently, the document is not amea’
hle to a standard scientific review in the 2
ditional sense.

2. The critericn of “aa likely as not”
generally unfamiliar for scientifie ingqur
and, consequently. is open to considerai
Interpretation. In any event, any assessma
should rest on an integrated assessment !
ail of the data that are available on a tog
not simpiy a single study.

3. The document presents a strong advoe
cy position However, there are aiternath
views of the same—and more extensive—s
formation which should be considered ¥
decislonmakers,

4 While the toxicity data are not defia
tive. EPA continues to take steps to redu
the exposure to chlorinated dibenzo-p-dia
ins (CDDs) to the extent feasihle,

SPECTFIC COMMENTS

1. The author is undoubtedly & man 1
considernble talent, who has contribus
greatly to our country. His particular cr
dentiala for undertaking this scientific s
sessment, however, are unclear.

It is commendable that he consulted othe
workers in the area. However, the creds
tiala and backgrounds of some of those o
perts are simtlarly unclear: e.g..

8 The Stellmans have certainly publishs
on this subject. but maost ofien from an &
vocAacy poaition on behalf of some of th .
parties in this dispute.

b. The comunents (ailegations) of the u
named fourth expert are difficult to esss
in the absence of & legitimate analysis .

2P i "
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o™ ..atleast aalikely ag ot . . " is an-
unfamiliar eriterion for judgment in the aci-
entific realm. At a minimum it implies the
nred Lo asseng the snitre weipht of the evi-
dence. rather than any particuiar study.

b. The conciusion that ~. . . the Veterans'
Advisory Committee on Environmental Has-
ards hes not acied with impartality . . " 8
a serious one. However, without access (o
more information on the Committee's delib-
erative procesa, it s not possible L0 assess
the merit of thiz serious charge.

1 P 3 and elsewhere James Clary is
quoted as & former government scientist
from Eglin Air Porce Base. His letters and
statements are given prominence in this
report. while the more compiete. peer re-
viewed studies of the Egiin Air Foroe experi-
ence and Ranch Hand studies are given lim-
ited exposure; It snch imbalances through-
out the paper that limits its usefuiness as &

5 P_ 7, footnote 1 The Huong stusies
have been the subject of considerable inter-
est for soms time, Howewver, the studies are

adequate for sssessing the carcinogenic po-
tential of 2,3,7.5-TCDD in humans,
T. P. 11! There ia no mention of the objee-

8. P 1 Ag a.long time participant in the
CDD ixxue, it is not at all clesr to me that
*, . . the general attitude both within and
outaide the scientifie coxmmunity was, and
continues to be increaxing concern over the

daya of the 24.5T hearings, the “Swedish
studies”, Love Canal, Times Beach. ete.
around 1980, both scientific and public con-
terns have generally become more informed
and studied.

In my experience the “certain cancer II-
nesss”’ most often mentioned tn connection
with CDD have been soft tissue
and non-Hodgkin's lymphoms. Therefors, 1t
is diffiruit for me to understand the basix of
the author's statement on p. 53 that . ..
with a very high degree of confidence . . .”
the lst shouid ipeclude lip cancer, bone
cancer, and lung cancer, as well a3 skin
cancer {which might derive from an inter-
pretation of the Ranch Hand data).

8 P. 18, {ootnote Y1 The cause-and-effect
criterian is reached through a variety of
conziderations, ineluding dose-response con-

weight-of-the-evidence {(Le., Ineluding con-
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sideration of negative, as well as positive,
studies.)

9. P, 21! The statemrent about “valid nega-
tve” studies is & good one that could be pur-
sved,

10. P. 24 . As someone who have served
on the Science Panel for more than &
deeade, it would hardly {or me to character-
ize the relstionship between the agencies as
being in “collaboration”, In its most deroga-
tory connotation. In the early ‘80s there was
almast more combat. than collabaration. be-
tween some -of them; e.g. VA vs. CDC and
VA ve. EPA vs. CDC.

b. Tha VA's problem waa not “footdrag-
fng” ax much as it was & problem of devel-
oping s study dexign that would past muster
in front of varjous review boards, such as
the National Acacterny of Sciencea and the
Science Panel

1L P. 25 and [ollowing This discusxion
suggests. that the author is confused about
the hypothesis of the CDC validation study
and the implications of its results. As I
recall. the study was first conceived by a
subcommittee of the Science Panel and
somewhat thrust upon the CDC by the
Panel and by the Otfice of Technology As-
sesxment. The study was peer reviewed by a
pumber of different professional groups.
The bottom lns is: that the distribution of

.blood levels amongst those with a ~high op-
indistinguishable -
.fram the distribution fonnd amongst those

portunity for exposure” is

signed would most likely lead to the mull hy-
pothesia, perhaps for the reason
by the suthor (dilution of sny exposed per-

sonnel with those who wers not exposed

highly exposure), perhaps for the reason
that the *highly " were not. The
“dllution hypothesiz”, however,
into the question by the similaritiex in the
tafls of the two distributionsl ie., those
people with high blood leveis.

In any event the results (and the exposure
of individual analyses) argue for conducting
a-study amongst & cohort of more likely ex-
posed personnel, esch of whose levels can be
directly assessed. This hzs been the ration.
ale for studying the Ranch Hand enhort so
closely. Puture reports from thia study
should be particulariy revealing.

In addition, the aboui-to-be-released

‘NIOSH study should shed additional light

on- the matter. Here ia & large cohart (more
than 3000 people), the exposure index for
which has been validated (to some degree)
by individual blood leel analyzes.

12. P. 20 a. The “assumption” by CDC of
a half life of 7 yesrs is supported by data

years, as I recall), the value of 7 years s

generally agreed upon in the sefentific com-
munity.

b Footnote 34 Thix statement appears to
point to further confused understanding of
the CDC study. The whole point of the vall-
dation study waz to inovestigate s posaible
correiation between blood levels and expo-
sure (opportunity) scores, The study found
none. This conclusion certainly raises ques.
ticna about the premise for conducting the

.ground tvots study, in addition to what-

ever questions it might raise about problems

In the blood analysis. The latter problems-

were addressed in a variety of peer reviews
and found to have been generally well-ad-

dressed.

13. PP. 31-32: The Selected Cancer Study
was always conceived of a3 & “Vietham expe-
rience” study, not anp Agent Orange study.
Where elevated cancers were found: eg.. the
biue-water Navy, the authors simply investi-

iz called .
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gated whether an Agent Orange hypothesis
seemed plausible. 1n their judgment. which
iz ahared by many peer reviewers, this seemns
highly unlikely.

14 P. 13: It is not clear why or on what
basis the Ranch Hand Advisory Commitiee
peing denigrated here. The purpose of the
Committee was L0 be a highly qualified.

highly respected group of scientific experts -

who could provide sdvice and a rigorous
peer review. It appears that thix is what
they did The only question to ask—which is
not raised here—ig “What was the basis for
changes they recommended?” I understand
that this information is fully available n
the proceedings of the commitiee.

18 P. 34: The critical paragraph and oot
pote 84 (and the earier cited noles 10 wnd
18) provide only weak substantive support
for the strong assertion that ™. . . It is very
likely that the CDC's negative [indings on
birth defects were also vastly understafed”

14, P. 35: The whimsicai reference to beer
nuts vis & vis exposure Lo “dloxin” suggesis
further confusion by the author. The
Ranch Hand cohort was selected becasue of
an sssumed, but plausibie. high likellhood
of exposure to “dloxin”, not beer nuts. An-
ecdotal evikience, visual records, personal
testimonies, and some published blood levels
support this assumption . As noted above,
hicod samples fram the entire, cohort are -

17. P. 3T. The author cites plantff’s brief
as the source of the “. .. conclusive evi-
denws that the stodles ... were fraudu-
lent.” Thia Is another insance of sirong
statement with wesk support. In our system
of jurisprudence such advocacy sources are
not expected to be scientific and objective.
It iz only an error when they are regarded
as such; cf., thia document.

Ag I understand it. the baxis for these alle-
gations is Deing investigated at a variety of
levels. However, and more o the polnt. the
same cohaorts are being restudied on an inde-
pendent bagis in the NIOSH study. There-
fore, the Information [ram these cohorts Is
being reassessed as & part of an even more
powerful study.

18, P. 38 and following The EPA has
judged the cancer epidemiology evidence for
1.3, 1.4TCDD to be “inadequate”. This
judgement scems, in part, from an inahility
to distinguish the effects of 2.3.7.8-TCDD
from the effects of other chemicals which
are a part of many exposure situstions. This
judgement is similar to that reached by
LARC,

Of course, this judgment and all other sci-
entific judgments are subject to additional,
new informstion which may become avail-
ahle in the future; hence, our continued in-
terest iIn the NIOSH study, subsequent
Ranch Hand reporta, ete.

18, P. 40. Dr. Teitelbaum alleges contain-
ants In 2,4-D which have not been revealed
to EPA. It s not ciear what contaminants
are referred to here. The basis for his infor-
mation about the content of 2,41 and his
information sbout what the EPA does not
know is similary unclear.

EPA conducted an extensive exercise in
the mid-1980s relative to the presence of
1,3.0.5- and 1,3,7.9-TCDD in certain formula-
tions of 2.4-D. The Agency continues to
pursue activity a variety of issues associated
with 1,4-0.

20, P. 41: The Interesting Breslin propor-
tionate mortality study has been comment-
ed on in the past by members of the Science

21. P. 42 The pulp and paper industry is
sssocisted with many different chemlicals,
among them CDDs. The risks poaed by the
CDDs are more directed at consumers of
fish downstream from the plant than they
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are to workers in the plants It is not clear
what in-part exposures to workers would
present high risks from the CDDas.

22 P. 43, foowmnote 84: The development of
such a validated proxy for exposure was the
goal behind-the CDC validation study. For
just the ressons cited here, the CDC study
indicated the inadvisabllity of proceeding
with the ground troope study.

It 5 unciear why the author cites the
serum marker werk of Eahn to the exclu-
sion of the comparable. more extensive
work of CDC.

Againi there seems 10 be some confusion
with regard to the 10 year latency period,
The exposures of interest in Vietnam took
piace sround 19T0. Studies on that cohort
published in the last decads (1880-80) would
have a latency of at least 10-20 years.

23. P. 44 The citation and gquolation from
& i0-year oid anonymous memo detracts
fromn whatever strength and quality exists
elsewhere in the document.

24 P. 45: Az noted above, EPA's judgment
that 2.3,7,8-TCDD ia clasxified (In the Agen-
cy’'s scheme) as & “probable human carcino-
gen” in based upon sufficient evidence of
carcinogenicity in’ laboratory animals and
inadequate evidence in humans, The IARC
dumewmlnluon is made on a comparable

25, Pp, 48-47: The advoeacy position of
the sponsors of the “scientific task force” is
noted. The identity of the participants In
the tazk force is not. It ia.also not clear
whether—and to what extent—the work of
the i{ask force received the benefit of any

scientific peer review and whether it has—or

will—be puhlshed as-& part of the technical,
- peereviewed literature. :

2& P: 48 The emphasis on immunotoxi-
city late In the paper is curioua Certainty,
this is an effsct elicited by 2.3.7.8-TCDD
and has.bBeen the subject of considerable
study {or the past 1 years or so. However,
this discussion is neither a complete, bal-
anced, nor adequate treatment of s complex
subject,

It is even more curicus that the only cita-
tion to support the “one-hit” model of im-
munotoxicity {for which the suthor ac-
nowledges less than unanimous agreement
mm:mnﬂcmumty)h.mndocu-
men

Z7. P. 50: The suthor's suggestion to use
blood testing as a mesns of

tics, and “human testing™ also need to be--
addressed,

23. P. 31: a. The propriety of and the
choice between policy alternatives are baxi-

However, it should be noted that 20 kilo-

meters/30 days” cyiterion far exceeds the.

criterion used in the Exposure Opportunity
Index; which Itself’ has been criticized as
possibly inciuding too many unexposed indi-
viduals,

b. The document provides little acientific
basis for concern about male-trancmitted re-
productive probiems associated with 2.3.7.8-
TCDD of the type that are being recom-
mended for compensation here.

Arrerorx J
MEMORANTUM
Date: August 13, 1890,
Subject: The Zumwalt Report, May 8,

1#90—Remariz cn CDC'3 Study: Viet-

nam Veterans' Risks. for Fathering
- Babies with Birth Defects (Birth De-
fects Btudy).
u:VmunN.Hou.LhLD».D‘lncturCenur
. for Epvironmental Health and Injury-
- Control. CDC (F29).

" termed
- with disabilities such s3 mental retardation
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The purpose of this rnemorandum is to set
the record straight regarding two comments
made in the Zumwalt Report about CDC's
Birth Defecta Study.

L The Zumwait Report states (page J4)
that “. .. the original CDC birth defects
study . . . merely examined birth defects as
reported on bith certificates, rather than as
reported by the child's parent or physician ™
In fact, the source of cases for the Birth De-
fects Study wes CDC's Metropolitan Atlanta
birth defects registry which uses multipie
sources (of which birth certificates ae only
one) to ascertain babies born with birth de-
{fects. For a baby to be included in the regis-

.try, his/her defect must have been dicp-

nosed by & physician and recorded in a hos-
pital chart Moreover, during the course of
the Birth Deiects Study interviews, parents
were questioned about the presence of de-
{fects in their bables

2, The Zumwalt Report siates (page 34)
that “The CDC never recorded hidden birth
defecta, such as internal organ maliorma-
tions and other disabilities that cniy became

apparent as the child developed.” In fact..

the CDC Birth Defects Study included all
types of major structural and chromosomal
defects, inciuding many types that could be
“hidden;” not included wers babies

without o aceompanying structural or
chromoesomal defect. Examples of “hidden”
defects included in the. study are many

types of cardiovascular defects, lung defects..

intestional tract defects, and urinary tract
defecta, Babies are. included in tha Atlanta
registry U their defects are diagnosed any
time during the first year of life.
Arrernprx E
JoLY 30, 1890.

Dr. Verwox N. Houx,

Director, Center for Environmental Health
and Injury Control Building 27, Room
1213, Centers Jjor Disecze Confrol 4770
Burford Highway, Chambiee, GA.

Dzax Da. Houx: 1 received the request to
review “Report to the Secretary of the De-
partment of Veterans Affairs on the Asso-
ciation between Adverse Health Effects and
Exposure to Agent Orange” by Acmiral
Zumwalt on July 27, 1990. Hy comments
follow below.

This report reada more like an. editorial,
not a report: and as such diminishes ita use-
fulness. The extraordinary amount of emo~

tion which has entered into this contentious.

debate over Agent Orange will ensure that

ths omly solution to the situtation will be-

political and not scientific. Admiral Zum-
walt has spent s great deal of time discuss-
ing studies which support his conclusions.
Much less tims was zpent in presenting in.
formation on those which ran counter to his
view, or how the conflicting findings-could
be resolved, or discounted. -

The current state of knowledge regarding
the adverss heslth effects associsted with
Agent Omange exposure will likely remain
flercely debated for some time to come and
is unlikely to change in the near future. The
Secretary (of Veterans Affairs) has the au-
thority t0 make the determinsiion on the
lssue of compensation now. Rather than to
continus the debsie, and spend millions of
more dollars in evaluating the situation, the
tims for an equitable compromiss may be
momturudmtcouna.

The list of compensable health etfects
which wers suggested by Zumwalt are
broad. without qualifications, and ignore
the- signifleant (and' mown) contributions
from other environmental, genetic, and per-
sonal risk factors for the deveiopment of
these disesses or conditions, Any . proposal
(for campensation) will no doubt serve to be
another. focua for debats as individuals will
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argue over whom should be compensated
and how much. On the other hand, the con-
tinuation of the debats will consume ire-
mendous amounts of time. energy. and
money. and yet may not allow us to come Lo
Any consensus agreement over Lhis divizive
ismue.
Sincerely.

ArrerpIX L

COMMENTS OX REPOKT TO THE SICRITARY OF
THE DFPARTMENT OF VETERANS AFPAIRS ON
THE ASSOCIATION BrrwiENw  Aopviest
HealTH ErFects AnD EXPFOSURI TO AGENT
Onaxor

{By Adm. ER_ Zumwalt, Jr.)

It l» difficuit to evaluste Admiral Zum-
walt’s Report 3 a scientific review and cri-
tique of the “numercus dats relevant (o the
statistical association between expoasure o
Agent Orange and the specific adverse
health effects manifested by veterans who
saw active duty {n Viemam ™ Although the
Report superficially resembles a scientifle
review, it lacks the balanced presentation of
data, objective evaluation of the relstire
merits of various research efforts, and care-
fu) documentation of any conclusions drawn
from them. features which characterize
medical and scientific reviews, The Report
appears Lo be an attempt to valldate fore
gone conclusions through acceptance of any
evidence whether acientific dats, personal
letiers. undocumented opinions or legal
charges that support thess conclusions
Well accepted research that does not sup-
port them i3 ignored or presented only to at-
tempt to rebut it. The use of prejudicial
words and Dhrases is generally avoided in
scientific papera. The Report, however, uses
them repestedly.

The Report presents attacks on work that
tends to refute the occurrence of detrimen-
ta] effects of Agent Orange at three times
the space devoted to support for adverse ef-
fects. An attempt to disprove the research
remults of the Centers for Diseass Control
{CDC) occupies more space than is given to
all citations accepted as supporting the her
hicide’s toxic effecta Such s distribution of
effort is ynususl in reviews of science in any
fleid

The Report cites unveriffable references
both for and against adverse effects. These

include contested charges in a Congression-

al hearing (pages 24 to 32). An AnNOOYMOUs
review (page 12). extracts from personal let-
tera (pages 5, 20 to 22. 38, 40), “s selection of
papers” not otherwise characterized (page
232, citations from & veterans' service orge
niation (pages 7. 29). unsupported stats
ments by ‘s legialator (pages 24. 32, 34. 38),
charges presented in a legal brief (hage 7).
newspaper articles (pages 47, 48), and other
sources not generally acceaxihle for critical
review (pages 12, 23, 4. 39). The citations
may be valid and the data and ‘opinions ac
curate. It remains impossible, however, for s
reviewer to arrive at an independent opinicn
about the sources. v

When: citations are complete, & reviewer
can check the accuracy of data and of con
clusions in the original references. Errors in
information from references are present
throughout the Report where they can be -
checked. FPor exampie. the VA's mortality-
study is sald to indicate ‘s 110 percent.
higher rate of non-Hodgkina lymphoms i -
Marines—." The studdy, however, reported »
proportional mortality study which can only
determine » ratioc and not s rste. The
Report alao says L.B. Hobwon “claims thai-

pnhucn,hne'mdﬂmnnymduh’_'



November 2, 1990 -

tists who find that such health effects do
exist to be mothicrg more than witch doe-
tors™. The text. used in ‘1983, was “Witch
hunts have been stopped in individual epi-
sodes when tempers cooled, discontented
moups found peace. and the excesses of
belief in the attendant black magit were
ssen for what they are. This s=ems to be
happening now with the' TCDD episode,
lnrgely as scientifle evidencs mounts that
the compound really presents no thrests
{rom the exposures experienced by veterans
and the public at iarge.” No-ane was “virtu-
ally accused™ of being a witch doctor.

Over the yearz, VA'S evaluations of re-
sarch on Agent Orange, dioxin. and related
n:hjects have paralieied Lhe opinions ex-
pressed by independent, non-federal medical
and scientific orranirations such' as the
Amertean Medical Associstion, the Universi-
ties Associated for Research and Education
ir Prthology. and the National Council of
Safety and Heunlth. The Royal Commission
o2 the Use and Effects of Chemical Agents
on Austratlan Personpel in Vietham con-
ducted a wide-spread, two year review of the
scientific lssues and other aspects, of Agent
Ormnge. Their conclusions agreed with the
VA'S evaluationa Independent reviews by
the Office of Technology Assessment of the
U.S. Congresz have not disagreed with the
VA's eveluations of research- resulta. The.
critical evaluations of the VA Advisory
Committes on Environmental Harards iike-
wise have not been criticized by scientiflc or-

sanizations
* ' The Report, howewer, criticizes :.honi-

Hodgkin’s lymphoma in- association
Vietnam servioe The discussion result..
ed [rom the judgement In Nehmer:-va. O.S
Velerang - ddministration; T12 P, Supp. 1404
(N.D. Cil 1988). The court directed the VA,

ciation” between herbicide exposure and ad-
vetse health effects. ‘Such a standardized
musmmtmmmum-

methodology. '

Asﬂthmypbnaeﬂnsaﬂart.ltkmm
find eritics of the process and product. This
appears to- be trus of some- individuals
‘whose criticism. is cited, in part from private
letters which do not reflect knowiledge of

- the problems tacing the Advisory Commit-
tee (pages 20 Lo 22). No-detail is given &8 to:
why the criticiam: should be . accepted nor
how future difficulties can. be-svoided.

_The mast-difficuit to.dispraove af the -Re-
port's charges Iz the supposad. political pres-
mure. to aiter research regults. Scientifie
papers undergo - critical: review by ope on
more scienriists prior to submisxion for pub-
lication. The ‘Ranch Hand Advisory Com-
mittee i3 an independent group of seiemtists,
not ax Senator Daschle has said opemting
under the Whits House Agent Orange
Working Group {(page 31). It reviewed the
Ranch Hand documents and recommended

* changes to Ranrh Hand reports on sclentid-
ic, oot poiitical, grounds. There has been no
credible evidence that CDC studies were al-
tered, either in execution or reportng, by
political influenre ns charged in- the Over
sight Retiew of CDC's Agent Orange Study
Hearing Before the Human Resources and
Interpovernment Relatioms Subcomm:r.ue
an March 3, 1990,

The " Repart's  conjectures about the
immune system and immunotoxity cannot
be sustained and no data-are offered to do
8o (pagexs: 4T to 30). Insafar as immunologi-
cal eoffects af phenoxy herhicides or dioxins.
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are used a&s besls for consluding that the

chemicals produce heaith effects, that basis

is weakened acientifically rather. than
strengthened.

Scientific suppart for the Report's sec-
t:ons on "“Compensation™ wnd “Recommen-
dations” is almcst entirely lacking, Non-sci-
entists Sringing other training and experi-
ence Lo a review msy come Lo conclusions
different fram those of scientisie. Admiral
Zumwzlit has preparcd a Report from an un-
s~entilic background and presented his
opinions tp oLher enda.

Arrzwnrr-M

) MpMoRANDIM

Date: August 21, 1980,

Bubjeet: Review of “Report to the Secretary
of the' Departnent of Veterans Affairs
on the Association Between-Adverse
Health Effecis and Exposure. to Agent
Orange”.

To: Chairman. Agent Orange Working
Group Science Panel P-23.

I reviewed the report entitled “Report to
the Secretary of the Department of Veter-
ans Affairs on the Association Between Ad-
vorse Health Effects and Exposure to Agent
Orange” by Admiral ER. Zumwalt, Jr. The
author describes this report ns a review of

the scientifie, political, and legal aspects of

the health impact of agent orange and
dioxir upon personnel serving in Vietnam.
Although the author describes the report
as a review of acientific literature, he ex-
presses his review and summarization in' s
biased manner. This report it more & refiec-
tion of his expression of concern for veter-

terpretation of the toxicity of dioxin. -
My review of the -Zumwalt report did-not

. incude a. review of all references diseiosed

In the report, and therefare, I cannot com-

" ment on the validity .of his interpretation of

thess references. I wouid, however, concur
that dioxin constitutes an- important health
concern. for persons who have served In
Vietnam. Unfortunately, no deflnitively ex-
posed. population has been défined for eval-

uation other than the Rarch Hand Cohort.”

Although no definitive evidence for & causal
association between dioxin exposure in Viet-
nam and sdverse health- effects has been
demonstrated (with the exception of the
Ranch Hand Studiex) some ihdirect” evi-

dence. af cancern s described In his report. I -

iind his report. to be-more of an argument
attempting ta impact public wu:y
VA ADVISORY COMMITTEE RECOMMENDATIONE.
Mr. President; on November 3, 1588,

*VA'Ss Advisory Committes made recom-

mendations ta the Secretary af Veter-
ans Affairs concerning a posaible asso-
ciation: between NHL and exposurs to
agent orange; On May 1T, 1980, the
Advisory Committee made recormmen-

‘dations to the Secretary concerning

5TS.

Az chairman of the Veterans' Affairs
Committee, In letters dated July 4§,
1990, I requested that OTA and the
Domestic Policy Council's Agent
Orange Task Force evaluate the analy-
sea and conclusions concerning these
recommendations to the Secretary.

Mr. President, I ask that the re.
sponses 1 have received thus far be
printed in the Recorp at this point.

The 'material follows:

Corgrrss or tEx UnrTrp STATES,
- Ovnce or TEICHNOLOGY ASAEAS-
NENT,
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Waszhington, DC, September 24, 1301,
Hon., ALAN CRARSTOR,
{hairman, Committee on Veterans” Affairs,
U_S. Senaie. Wazhinpton, DC.

DEAR ALAN. A3 you. requested tn vour
letter of July 4. we have reviewed the rec-
ommendations made by the VA Advisory
Committee on Environmental Hgzards w

the Secretary of Veterans Affairs concern-’

{ng posaible associations of non-Hodgkins
lymphaoma (NHL} and soft. tissue sarcoma .
(STS) with exposure to Agent Orange. The
attached memorandum to me {rom Hellen
Gelband. who carmied out the review, sum-
marizes our findings.
As you kmow, at & meeting In November
1939. the Advisory Committee found no
“gtatistical asociation ™ as defined by regu-
laton. of NHI, with exposure to dioxin-con-
taining herhictdes. At a meeung in May
1990, the Committee did find & “statistical
asgoctation” of STS with exposure. In con-
trast, OTA’s review of the detailed minutes
of the meetings supported by our prior
review of many of the rclevant studies, docs
not reveal & substantial difference in Lhe
quality of the evidence for an association
with NHL and with STS, or any specilic
pieces of information that would. expiain
the Committee’s differing decixions on NHL
and STS. Of course, all of these judgments
are, to.soms extent. subjective, since there
is no specific procedure, particularly not a
quantitative one, that can be used to weigh
the-evidence.
I hope-this apalysis is helpful. Please
do not hesitate to contact me if I may
be of further assistance. or have your

is-" gtaff contzct Hellen Gelband In the

OTA Heaith Program (at 8-6590).
Sincerely,
Joan H. GIBBONS,

OTA HearTE ProcraM, STAFF MIMORANDUM
SerrEMeEn 18, 1990,
‘To: Jack Ginbana.

From: Hellen Geltand, Health Program.
Re: Review. of VA Advisory Committee rec-
ommendations.

As you requested. I'have reviewed the rec-
ommendations made by the VA Advisory
Committee on Environmental Hazards to -
the Secretary of Veterans Affairs concern-
ing poszible assocations of non-Hodgkins
lymphoma (NHL) and soft tissue sarcoms
(STS). with expositre Lo Agent Orange. My
review i3 .based on reading the detailed min-
utes of the meetings at which the VA Advi-
sory Committee formuiated these recom-
mendations, and my previous knowledge of
the epidemiologic studies an which the rec-
ommendations are based.

THE NHL MEETINGS
NHL was.discussed at the November 2-3.
198% meeting. At the beginning of the meet-
ing, the Commitiee was instructed on the
requlation that was Lo govern their assess-
ment of the acientific literature. Mr. White
from the Veterans Beneflts Administra-
tion's Compensation and Pension Service
explained that the Committee was to dever-
mine whether a “significant statistical asso-
etation™ existed betwecen exposure to a her
bicide containing dioxin and a given medical
condition. According to the reguiation, a sig-
nificant matistical association exists when
the relstive welght of walid positive and
valid negative studies permits the conclu-
gion that it is st lenst as likely ns not” that
the purported relationship between a par-
ticular type of exposure and & specific ad-
verse health effect exista The regulation
also discusses eriteria. Iur Judging whethera
study s “valld.”
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The issue of validity, having to do with
basic study design. the ways ln which data
are collected. potential biases. etc. is famil-
jiar Lo all experis in evaluating medical evi-
dence. The Committee handied this profes-
sionally and competently, discussing each
study put before them. They aiso had no
probiems in determining which studies were
reievant to the question at hand However,
there is no specific procedure for consider-
ing the rexults of many different studies to-
gelber and arriving at a conglusion a3 to
where the weight of the evidence ltex The
task becomes sven more difficult whea the
endpoint i whether the amsociation in “at
jeast az-llkely as not” to exist, s term that
does not lend itself to an objective defini-
tion. Any determination is bound to be
somewhat subjective. The Committee dis-
cussed the Lxsue of methods of arrTiving at &
decision several times during both meetings.
and considered various aiternatives to assist
in coming up with a final judgment, but did
not adopt any formal procedure.

At the NEL meeting, the Committee re-
viewed 30 individual papers of relevance to
the NHL guestion. charsctertzing 4 as valid
and positive for an association of NHL: 12 as
valid and negative: 10 =s vaild and inconclo-
sive (mainly due to amall sample sizes and
cansequent low powery and 4 as not valid
because of severe defects in methodoiogy or
execution. Several others were dismizsed as
not germans to the subject. After the review
of individusl papers and the taily, the Com-
mittee further discussed the.types of expo-
sure in the studiea, and how they might be .
differentisted, eg.. giving less weight to
stgdiulnwhlchthmmonlythlopporh
' funity for exposure, and more 10 studies.in
which exposure was documented. They also
discussed the “inconclusive’* studles furtber
to see if, a8 & group, they were more inform-
ative than they were separately.

In the end, the Committee members
stated their own conclusions about the ex-
istencs of & “statistical agsociation.” as they
understood it to be defined by the regula-
tion. They concluded that, whila they could
not rule ous such an association, the evi-
dence they reviewed did not support a con-
ciusion that such an association existed.

THR STS METTING

The meeling L0 review studies relating to
STS, held on May 16 and 17, was conducted
aimilarly to the NHL meeting. Before the
review of individuai studies began.. however,
Admiral Zumwalt, attending his first meet-
ing as & Committes member, made 8 state-
ment criticizing the previous work of the

National Veterans Legal Services Project.
Once again, after discussiom of the individ-
uai papers, the ides of formalizing the proe-
exa for coming to a conclusion was discussed.
Same strong senthnenta were expressed in
tavor of expioring much a process. bhut in the
end, that was not done.

The tzily of studies wax 8 considered valid
and positive: 10 considered valid and nega-
tive: 27 considered valid and mconclusive:
and 5 considered not valid. There was con-
sidersble discussion concerning the fact
that most of the positive evidence came
from studies in Scandinavia, and that simi-
lar studies elsewhere showed no such asso-
ciation, Eventually, the members of the
Commitiee were polled, and the consensus-
was that a “statistical association” existed.

Throughout the meeting, Admiral Zum-
walt injected skepticiam about studies done
by researchers in industry and in the Feder-
al. Government, He cited testimony in court
caaes chailenging some of the industrial
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studiea. and claimed that the Federal Gov-
emment exerted influence over the results
of Government studies This was contested
by several members of the Committee, It is
not clear to what extent Admiral Zumwait's
accusations infiuenced the deiiberations of
the Corfimiitee. ’
CONSISTENCTY OF THE RECOMMINDATIONS

From reading the meeting minutes and
from my knowledge of the studies discussed.
I do not find a substantial difference in the
quality of the evidence for an association
with NHL and with STS. I cannot identify
any specific pieces of tnformation that
would expinin the Committee's diffenng de-
cisions on NEL and STS. though the Scan-
dipavian studiea, which provide most of the
positive findings. seemed to be influential
In my own subjective judgment the evi-
dence i guite similar. taking into account
the levels of risk detected in the positive
studies, the potential bisses in the studies,
the sources of exposure information. the
types of exposure invoived, and other fac-
tors.

The Committee has been given very diffi-

cult gquestioos.-10 answer. There may be no
single right answer, because the standard of
evidence required to decide that a “statistl-
eal associntion” exists as defined by the reg-
ulation. cannot be defined precisely.®

MESSAGES FROM THE HOUSE
RECEIVED SUBSEQUENT TO
SINE DIE ADJOURNMENT

ENROLLED BILLE AND JOINT RESOLUTIONS
. SIGNED

_ Under the authority of the order of
the Senate of January 3, 1989, the Sec-
retary of the Senate, on October 29,
1990, subsequent to the sine die ad-
journment of the Congress, received a
message from the House of Represent-
atives announcing that the Speaker
has signed the following enrolled bills
and joint resolutions:

H.R. 3791. An act for the relief of Buelah
C. Shifflett;

H.R. 4090. An act to authorize the estab-
llshment of the Glorietta National Battle-
fieid in the State of New Mexico, and for
other DUrposes:

HIL 4208, An act to autharize s study of
the fishery resources of the Great Lakes,
and for other purposes: ’

H.R. 5872 An act o amend titie I of the
Employee Retirement Income Security Act
of 1974 to require qualifying employer secu-
ritles to include interest in publicy traded
partnerships

8.7. Rea 375. Joint resolution to designate
October 30, 1990, as “Refuges Day™; and

S.J. Rea 388, Joint resolution waiving
cerain enrollment requirements with re-
spect to S 2830, the Food, Agriculture, Con-
servation and Trade Act of 1980.

Under the authority of the order of
the Senate of January 3, 1989, the en-
rolled joint resolution (S.J. Res. 388)
was signed on October 29, 1980, subse-
quent to the sine die adjournment of
the Congress by the President pro
-tempore [Mr. BYrpl.

Under the authority of the order of
the Senate of January 3, 1989, the re-
maining enrolled bills and joint resolu-
tion were signed on October 31, 1880,
subsequent to the sine die adjournm-
ment of the Congress by the President
pro tempore [(Mr. Byapl. . -

November 2, 1990

FNROLLID BILLS SIGNED

Onder the authority of the order of
the Senate of January 3. 1988, the See-
retary of the Senate, on October 30.
1990, subsequent to the since die ad-
journment of the Congress. received a
message from the House of Represent-
atives announcing that the Speaker
has singed the foliowing enrolied bills;

H.R. 3911. An act to amend title 5 of the
United States Code to increase the aliow-
ance for services of attendants:

HR. 5004, An act to amend the Wild and
Scenic Rivers Act to designate cerialn 3eg-
menta of the Mills River in the State of
North Caroilna for potential addition to Lhe
wild and scenic rivers systerm.:

HR 5431 An act to direct the Secretary
of Agriculture to release on pehail of the
United States a condition In a deed convey
ing certain lands to the Conservation Com-
mission of West Virginia, and for other pur

: and

AR 5933. An act to provide for the tem
porary extension of the certpin laws relai
ing to housing and community development.

Under the authority of the ovder of
the Senate of January 3, 1989, the en-
rolled bills, except the bill H.R. 5831,
were signed on October 31, 1890, sub
sequent to the sine die adjournment af
the Congress, by the President pro
tempore [Mr. BYrn.).

Under the authority of the order of
the Senate of January 3. 1989, the en-
rolled bill, H.R. 5933 was signed on O¢-
tober 31, 1990, subsequent to the sine
die adjournment of the Congress. by
the Vice President.

Under the suthority ol the order of
the Senate of January 3, 1990, the Ser
retary of the Senate, on November L
1990, subsequent to the sine tle ad
journment of the Senate. received 1
message from tire House of Represent-
atives announcing that the House hai
passed the bill (3. 2343) to amend the
Wild and Scenic Rivers Act.by desig
nating a segment of the Clarks For
River in the State of Wyoming as 1
component of the National Wid and
Scenic Rivers System.

The message also announced thal
the House has passed the following
bill, without amendment:

9. 3084. An act to provide for the setlle
ment of water rights claims of the Fallos
Puruite-Shoahone Indian Tribes, and fo
other purposes.

The message further announcet
that the House agrees to the amend
ment of the Senate to the amendmen
of the House to the arnendment of the
Senate to the bill (HR. 4009} to au
thorize appropriations for flscal yes
199! for the Federal Maritime Cor
mission, and for other purpases.

The message also announced ths
the House agrees to the amendment o
the Sepate to the bill (H.R. 4793) U
amend the Small Business Act and t&
Small Business Investment Act o
1954, and {or other purposes.

The message further announce
that the House agrees to the amend
ment of the Senate to the bill (AR
4008} to encourage solar, wind. wasts
and geothermal power production b
removing the size limitation containg
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