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Veterans and Agent Orange:
Herbicide/Dioxin Exposure and
Type 2 Diabetes

EXECUTIVE SUMMARY
In 1999, in response to a request from the Department of Veterans Affairs
(DVA), the Institute of Medicine (IOM) called together a committee to conduct
a review of the scientific evidence regarding the association, if any, between
Type 2 diabetes1 and exposure to dioxin2 and other chemical compounds in herbicides used in Vietnam. The committee was asked to determine, to the extent
that available data permitted meaningful determinations, (1) whether a statistical
association with herbicide exposure exists, taking into account the strength of
the scientific evidence and the appropriateness of the statistical and epidemiologic methods used to detect the association; (2) the increased risk of the disease
among those exposed to herbicides during Vietnam service; and (3) whether
there is a plausible biological mechanism or other evidence of a causal relationship between herbicide exposure and the disease.
The work performed by the committee adheres to the format of a set of
studies performed by the IOM at the behest of DVA under Public Law 102-4,
the “Agent Orange Act of 1991.” The conclusions in this report are based on
cumulative evidence from the scientific literature reviewed in these studies—
Veterans and Agent Orange: Health Effects of Herbicides Used in Vietnam;
Veterans and Agent Orange: Update 1996; and Veterans and Agent Orange:

1

Also referred to as Type II diabetes, diabetes mellitus, non-insulin-dependent diabetes mellitus, and adult-onset diabetes.
2
2,3,7,8-Tetrachlorodibenzo-p-dioxin, commonly referred to as TCDD or “dioxin,”
was an unintentional contaminant of one of the herbicides used in Vietnam.

1
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Update 1998—and relevant papers published since the deliberations of the Update 1998 committee were completed.
Strength of Evidence in Epidemiologic Studies
Based on the scientific evidence reviewed in this report as well as the cumulative findings of research reviewed in the previous Veterans and Agent Orange reports, the committee finds that there is limited/suggestive evidence of
an association between exposure to the herbicides used in Vietnam or the
contaminant dioxin and Type 2 diabetes. This is a change in classification
from previous Veterans and Agent Orange reports, which found inadequate/insufficient evidence to determine whether an association existed. 3
No one paper or study was determinative in reaching this decision. Instead,
the committee found that the information accumulated over years of research
now meets the definition established for limited/suggestive evidence—that is,
evidence is suggestive of an association between herbicides and the outcome,
but limited because chance, bias, and confounding could not be ruled out with
confidence. In reaching this decision, the committee observed the following:
• Positive associations are reported in many mortality studies, which
may underestimate the incidence of diabetes. Morbidity (the rate of incidence
of a disease) is thought to be a more informative end point than mortality (the
rate of death) when conducting epidemiologic studies of Type 2 diabetes because the disease is not typically fatal, its known complications may be more
likely to be implicated as the underlying cause of death, and reporting of contributory causes of death on death certificates may be spotty. These reasons also
lead epidemiologists to suspect that mortality studies may underestimate the
incidence of diabetes. Four mortality studies were reviewed in this report. Individuals living near the site of a 1976 industrial accident involving dioxin were
found to have a higher risk of diabetes death than a reference population in all
exposure zones where diabetes deaths were recorded. Two studies of a TCDDexposed cohort of workers at 12 U.S. plants found positive but non-statistically
significant associations between measures of exposure and notations of diabetes
on death certificates. The fourth study, which examined workers in 12 countries
who produced or sprayed phenoxy herbicides and chlorophenols, reported an
elevated relative risk of mortality from diabetes in exposed workers versus nonexposed referents. Studies reviewed in previous Veterans and Agent Orange
reports show an inconsistent but weakly positive association between exposure
measures and Type 2 diabetes mortality.
3

The categories of association mentioned here were established in the original
(1994) Veterans and Agent Orange report and have been used in all subsequent reports.
A complete list of categories is contained in the “Organization and Framework” section
of this report.
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• Positive associations are reported in most of the morbidity studies
identified by the committee. Several studies that used Type 2 diabetes morbidity as an outcome measure have been published since the last Veterans and
Agent Orange review: studies of male and female Vietnam veterans from Australia; a National Institute for Occupational Safety and Health (NIOSH) study
of U.S. chemical workers; the Air Force Health Study (Ranch Hand study); and
a separate examination of the Ranch Hand comparison group. One of these
studies did not show a positive association: the survey of female veterans from
Australia indicated 5 self-reported cases of diabetes where 10 were expected.
However, the survey of male Australian veterans of Vietnam did find a statistically significant excess of self-reported diabetes—2,391 cases were reported
when 1,780 were expected. The Ranch Hand comparison group and NIOSH
studies each reported an elevated incidence of diabetes in individuals who had
high levels of serum dioxin relative to others examined in that study. The primary analysis in the Air Force Health Study showed nearly identical diabetes
incidence in Ranch Hand veterans and the matched comparison group. Despite
this negative finding, the study is considered suggestive because dose–response
relationships between dioxin levels and diabetes incidence were observed in
several other analyses of the Ranch Hand veterans and comparison group that
controlled for confounding variables.

Although some of the risk estimates in the studies examined by the committee are not statistically significant and, individually, studies can be faulted for
various methodological reasons, the accumulation of positive evidence is suggestive. The committee does not believe that publication bias plays a crucial role
in this tendency in the data.
Increased Risk of Diabetes Among Vietnam Veterans
Presently available data allow for the possibility of an increased risk of
Type 2 diabetes in Vietnam veterans. It must be noted, however, that these
studies indicate that the increased risk, if any, from herbicide or dioxin exposure
appears to be small. The known predictors of diabetes risk—family history,
physical inactivity, and obesity—continue to greatly outweigh any suggested
increased risk from wartime exposure to herbicides.
Biologic Plausibility
Animal, laboratory, and human data reviewed in Update 1998 provide reasonable evidence that exposure to dioxin could affect Type 2 diabetes risk in humans. TCDD’s associations with altered triglyceride and high-density lipoprotein
(HDL) concentrations are generally consistent with a diabetes effect because
these are the hallmarks of altered lipid metabolism in the disease and fatty acid
metabolism, insulin resistance, and glucose metabolism are closely linked. How-
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The National Academy of Sciences is a private, nonprofit, self-perpetuating society of
distinguished scholars engaged in scientific and engineering research, dedicated to the
furtherance of science and technology and to their use for the general welfare. Upon the
authority of the charter granted to it by the Congress in 1863, the Academy has a mandate
that requires it to advise the federal government on scientific and technical matters. Dr.
Bruce M. Alberts is president of the National Academy of Sciences.
The National Academy of Engineering was established in 1964, under the charter of the
National Academy of Sciences, as a parallel organization of outstanding engineers. It is
autonomous in its administration and in the selection of its members, sharing with the
National Academy of Sciences the responsibility for advising the federal government.
The National Academy of Engineering also sponsors engineering programs aimed at
meeting national needs, encourages education and research, and recognizes the superior
achievements of engineers. Dr. William A. Wulf is president of the National Academy of
Engineering.
The Institute of Medicine was established in 1970 by the National Academy of Sciences
to secure the services of eminent members of appropriate professions in the examination
of policy matters pertaining to the health of the public. The Institute acts under the responsibility given to the National Academy of Sciences by its congressional charter to be
an adviser to the federal government and, upon its own initiative, to identify issues of
medical care, research, and education. Dr. Kenneth I. Shine is president of the Institute of
Medicine.
The National Research Council was organized by the National Academy of Sciences in
1916 to associate the broad community of science and technology with the Academy’s
purposes of furthering knowledge and advising the federal government. Functioning in
accordance with general policies determined by the Academy, the Council has become
the principal operating agency of both the National Academy of Sciences and the National Academy of Engineering in providing services to the government, the public, and
the scientific and engineering communities. The Council is administered jointly by both
Academies and the Institute of Medicine. Dr. Bruce M. Alberts and Dr. William A. Wulf
are chairman and vice chairman, respectively, of the National Research Council.
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Preface

In response to the concerns voiced by Vietnam veterans and their families,
Congress called upon the National Academy of Sciences (NAS) to review the
scientific evidence on the possible health effects of exposure to Agent Orange
and other herbicides (Public Law 102-4, enacted on February 6, 1991). This call
resulted in the creation of the first NAS Institute of Medicine Committee to Review the Health Effects in Vietnam Veterans of Exposure to Herbicides in 1992.
The committee published its initial findings in the 1994 report Veterans and
Agent Orange: Health Effects of Herbicides Used in Vietnam.
Public Law 102-4 also tasked the NAS to conduct biennial updates that
would review newly published scientific literature regarding statistical associations between health outcomes and exposure to dioxin and other chemical compounds in these herbicides. The results of the first two of these efforts were
published in Veterans and Agent Orange: Update 1996 and Update 1998. Work
on the Update 2000 report is presently under way.
This report is the result of a 1999 request from the Department of Veterans
Affairs (DVA) under the aegis of the Veterans and Agent Orange research program. DVA asked the Institute of Medicine to call together a committee to conduct a focused review of the scientific evidence regarding one of the medical
conditions addressed in the report series in advance of the next scheduled biennial report. Specifically, DVA asked the committee to examine evidence regarding the association, if any, between Type 2 diabetes and exposure to dioxin
and other chemical compounds in herbicides used in Vietnam.
David A. Butler served as the study director for this project and deserves
credit for drafting the report. The committee would also like to acknowledge the
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