
UC Irvine
UC Irvine Previously Published Works

Title
Conflicts of interest: Blumberg's response

Permalink
https://escholarship.org/uc/item/6700w75q

Journal
Environmental health Perspectives, 112(14)

ISSN
0091-6765

Author
Blumberg, Bruce

Publication Date
2004-10-01

eScholarship.org Powered by the California Digital Library
University of California

https://escholarship.org/uc/item/6700w75q
https://escholarship.org
http://www.cdlib.org/


Correspondence 

Ashby J, Owens W, Odum J, Tinwell H. 2003. The intact imma- 
ture rodent uterotrophic bioassay: possible effects on 
assay sensitivity of vomeronasal signals from male 
rodents and strain differences. Environ Health Perspect 
111:1568-1570. 

Fang H, Tong W, Branham W, Hong H, Xie 0, Moland CL, et al. 
2003. Structure-activity relationships of 202 natural, syn- 
thetic and environmental chemicals for binding to the 
androgen receptor. Chem Res Toxicol 16:1338-1358. 

Kanno J, Onyon L, Haseman J, Fenner-Crisp P, Ashby J, 
Owens W. 2001. The OECD program to validate the rat 
uterotrophic bioassay to screen compounds for in vivo 
estrogenic responses: Phase 1. Environ Health Perspect 
109:785-794. 

Kanno J, Onyon L, Peddada S, Ashby J, Jacob E, Owens W. 
2003. The OECD program to validate the rat uterotrophic 
bioassay. Phase 2: coded single dose studies. Environ 
Health Perspect 1 1 1: 1550-1558. 

Kanno J, Onyon L, Peddada S, Ashby J, Jacob E, Owens W. 
2003. The OECD program to validate the rat uterotrophic 
bioassay. Phase 2: dose-response studies. Environ 
Health Perspect 111:1530-1549. 

Owens JW, Ashby J. 2002. Critical review and evaluation of 
the uterotrophic bioassay for the identification of possi- 
ble estrogen agonists and antagonists: in support of the 
validation of the OECD uterotrophic protocols for the lab- 
oratory rodent. CRC Crit Rev Toxicol 32:445-520. 

Owens W, Kobter HBMW. 2003. The OECD special program to 
validate the rat uterotrophic bioassay: an overview. 
Environ Health Perspect 111:1527-1529. 

Owens W, Ashby J, Odum J, Onyon L. 2003. The OECD program 
to validate the rat uterotrophic bioassay. Phase 2: dietary 
phytoestrogen analyses. Environ Health Perspect 
111:1559-1567. 

Yamasaki K, Sawaki M, Ohta R, Okuda H, Katayama S, 
Yamada T, et al. 2003. OECD validation of the Hershberger 
assay in Japan: phase 2 dose response of methyltestos- 
terone, vinclozolin, and p,p'-DDE. Environ Health Perspect 
111:1912-1919. 

Conflicts of Interest: 
Ayotte's Response 
Goozner contacted me by e-mail on 24 June 
2004, and I promptly, honestly, and to the 
best of my knowledge answered questions 
regarding his claim that I did not disclose a 
conflict of interest while publishing our arti- 
cle (Bilrha et al. 2003) in EHP. Although I 
thought I made it clear that he was wrong in 
his allegations, he nevertheless chose to go 
ahead and include my name in a report pub- 
lished on the Center for Science in the 
Public Interest's (CSPI) website (CSPI 2004) 
and in his letter to EHP. Here are the facts. 

In our 2003 manuscript (Bilrha et al. 
2003), we acknowledged funding from the 
Canadian Network of Toxicology Centers 
(CNTC). As the corresponding author, I 
read the conflict of interest statement and 
indicated that I had nothing to declare, nei- 
ther for me nor for the coauthors. I did not 
know at that time that the Canadian 
Chemical Producer Association was partly 
funding the CNTC. On their website 
(CNTC 2004), the CNTC indicates being 
funded mostly by public sources (90%) and 
does not mention the identity of private 
sources. In any case, had I known this at the 
time of publication, it would not have 
changed anything, because I never personally 
received any funds (or compensation of any 
sort, or stood to gain financially) from the 

Canadian Chemical Producer Association or 
the Canadian Chlorine Coordinating 
Committee. Goozner is wrong when he 
mentions that several of my previous studies 
were funded by these interest groups. I was a 
coauthor on two articles published previ- 
ously in EHP, in which funding from these 
interest groups was acknowledged, along 
with other sources of funding (Sandau et al. 
2000, 2002). I collaborated in the work, but 
I was not the recipient of funds obtained 
from the Canadian Chemical Producer 
Association or the Canadian Chlorine 
Coordinating Committee. Funds from these 
organizations went to the principal investiga- 
tor at Carleton University, and not a penny 
was transferred to me. 

I truly believe that the authors of scien- 
tific manuscripts should disclose relevant 
conflicts of interest, and I support enforcing 
disclosure by appropriate means. However, 
because Goozner elected to choose the easy 
way by conducting an Internet-based 
research, without actually talking to me, he 
wrongly associated my name with scientific 
misconduct. I am presently seeking legal 
advice on this matter. 

The author declares he has no competing 
financial interests. 

Pierre Ayotte 
Public Health Research Unit 

CHUQ-Laval University Medical Center 
Quebec, Canada 

E-mail: pierre.ayotte@inspq.qc.ca 
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Conflicts of Interest: 
Gulson's Response 
We commend the Center for Science in the 
Public Interest (CSPI) for their investiga- 
tion into conflicts of interest statements in 

leading scientific and medical journals, but 
we take exception to our inclusion (Gulson 
et al. 2004) as an example of providing mis- 
information to EHP. 

Goozner's sweeping statement that my 
colleague had previously received research 
funding, compensation, or stood to gain 
financially from Pasminco Ltd. is highly 
inaccurate. We received no research funding, 
compensation, or financial gain from the 
company to undertake this study. In fact, if 
Goozner had read even the abstract of our 
article, he would have noted that the find- 
ings were detrimental to the company, as 
the dominant source of lead in the environ- 
ment and children probably derived from 
smelter emissions. Furthermore, the smelter 
closed in September 2003 and the company 
no longer exists. With respect to the associa- 
tion of my colleague, Karen Mizon, to her 
husband's company and the (consulting) 
work undertaken for Pasminco Ltd., the 
work [an International Organization for 
Standardization (ISO) Guide 25 accredita- 
tion assessment of the company's on-site lab- 
oratory (ISO/International Electrotechnical 
Commission 1990)] was undertaken by the 
owner for the accreditation body while he 
was employed by a federal government 
research organization, and he was not paid 
for this audit. 

The author declares he has no competing 
financial interests. 

Brian Gulson 
Graduate School of the Environment 

Macquarie University 
Sydney, New South Wales, Australia 

E-mail: bgulson@gse.mq.edu.au 
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Conflicts of Interest: 
Blumberg's Response 

In his letter, Goozner suggested that I may 
have failed to disclose a competing financial 
interest in regard to an article published in 
EHP. In this article, "Highly Chlorinated 
PCBs Inhibit the Human Xenobiotic 
Response Mediated by the Steroid and 
Xenobiotic Receptor (SXR)" (Tabb et al. 
2004), we described differences in how 
humans and rodents respond to highly chlo- 
rinated polychlorinated biphenyls (PCBs). 
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We concluded that rodents may not be 
appropriate models for exposure to the class 
of PCBs discussed in the article and sug- 
gested that previous research using rodent 
models to predict the effects of these PCBs 
on humans may need to be re-evaluated in 
light of our findings. 

In his letter, Goozner noted that I am 
the co-inventor of U.S. Patent 6,391,847 
("Method, polypeptides, nucleotide sequence 
of XOR-6, a vitamin D-like receptor from 
Xenopus"). This patent describes a frog 
nuclear receptor, now referred to as the ben- 
zoate "X" receptor (BXR). As I pointed out 
on 24 June 2004 in an e-mail message to 
Goozner, I am not the owner of this patent; 
the patent is owned and controlled by the 
Salk Institute for Biological Studies, where I 
was employed from 1992 to 1998. 

It is difficult to understand how Goozner 
reasons that the frog BXR patent is related in 
any way to our article on rodent and human 
SXR (Tabb et al. 2004). My laboratory 
(Grin et al. 2002) and another laboratory 
(Moore et al. 2002) have shown that BXR 
and SXR (also known as PXR) are function- 
ally distinct and that BXRs do not function 
as xenobiotic receptors. Therefore, there is 
no functional link between BXR and 
SXR/PXR, as I also pointed out to Goozner 
in my e-mail. 

The EHP Instructions to Authors (EHP 
2003) defines a competing financial interest 
thusly: "Competing financial interests may 
include, but are not limited to, grant sup- 
port, employment (recent, present, or antici- 
pated), and personal financial interests by 
the authors, immediate family members, or 
institutional affiliations that may gain or 
lose financially through publication." 
Therefore, for a competing financial interest 
to exist, there must be at least some realistic 
probability at the time of submission that 
publication of the article in EHP would lead 
to financial gain or loss to the authors, their 
immediate family members, or institutional 
affiliations. Considering that there is no 
functional similarity between frog BXR and 
rodent and human SXR, it is not reasonable 
to infer that publication of the article 
regarding the function of SXR in rodents 
and humans (Tabb et al. 2004) would have 
any influence on financial interests related 
to U.S. Patent 6,391,847. Therefore, no 
potential competing financial interest 
existed at the time of submission or publi- 
cation of this manuscript, and as a result, 
none was disclosed. 

In view of these ongoing discussions of 
interpreting and perhaps heightening the 
standards regarding disclosure, I wish to 
inform you of a patent that I just learned 
was recently issued: U.S. Patent 6,756,491, 
"Steroid-activated nuclear receptors and 

uses therefore" was issued on 29 June 2004, 
over 4 months after the publication of our 
article (Tabb et al. 2004) in EHP. I am the 
co-inventor of this patent, which teaches 
the sequence of SXR and its nucleotide 
response elements. Because this patent is 
owned and controlled by the Salk Institute, 
I was unaware of its status. Had this patent 
been issued at the time of submission or 
publication of the article (Tabb et al. 2004) 
(or had I known that it would issue 
shortly), I would have disclosed it as a 
potential competing financial interest. In 
contrast to the BXR patent, this patent 
meets the tests described above. It is func- 
tionally connected to the subject matter of 
the article, it clearly has commercial value, 
and it is foreseeable that I will receive some 
fraction of whatever income the Salk 
Institute receives in the course of licensing 
it to interested parties. Whether or not pub- 
lication of the article in EHP will lead to a 
financial gain or loss as required by EHP 
policy remains to be seen. 

I fully support EHP's competing finan- 
cial interest policy. Goozner argues in his let- 
ter to EHP, and in e-mails to me, for a 
relatively extreme interpretation of what con- 
stitutes a competing financial interest, which, 
as far as I understand it, is beyond the scope 
of the current EHP policy. Whether such an 
interpretation will become the norm for the 
scientific community is a matter for future 
discussion. Although scientists make a good 
faith effort to comply with disclosure 
clauses, most are not well trained in under- 
standing the legal nuances involved. It 
would be very helpful if policies ultimately 
adopted by journal editorial boards were 
clearly stated and included appropriate 
examples so that authors can readily under- 
stand the requirements and more effectively 
comply with the policy. 

The author is the co-inventor of U.S. Patent 
6,756,491, "Steroid-activated nuclear receptors 
and uses therefore," issued on 29 June 2004. 
This patent is owned and controlled by the Salk 
Institute for Biological Studies, La Jolla, 
California, but is likely to generate income to the 
inventors as a result of licensing. 

Bruce Blumberg 
Department of Developmental 

and Cell Biology 
University of California, Irvine 

Irvine, California 
E-mail: blumberg@uci.edu 
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Childhood Leukemia, Military 
Aviation Facilities, and 
Population Mixing 
In a recent article on the striking cluster of 
childhood leukemia in 2000-2001 near the 
Fallon Naval Air Station in Nevada, 
Steinmaus et al. (2004) referred to the 
potential relevance of rural-urban popula- 
tion mixing. The population-mixing 
hypothesis was generated by the observation 
of excesses of childhood leukemia in two 
remote and isolated areas in Great Britain 
that had experienced influxes of significant 
numbers of workers as a result of the con- 
struction and operation of two large nuclear 
facilities (Kinlen 1988). Such mixing will 
increase the level of contacts between suscep- 
tible (more prevalent in rural areas) and 
infected individuals, promoting localized 
(frequently subclinical) epidemics of infec- 
tions. If childhood leukemia is a rare 
response to a common-but unidentified- 
infection, then these localized epidemics will 
produce excess cases of the unusual compli- 
cation, childhood leukemia. 

Studies of all known examples of extreme 
rural-urban population mixing in Britain in 
the past 60 years have, in each instance, 
revealed significant temporary excesses of 
childhood leukemia (Kinlen 1995, 2000). 
These findings have been supported by stud- 
ies conducted in other countries, most 
recently by an excess of childhood leukemia 
in isolated rural counties of the United 
States where substantial population increases 
have occurred (Wartenberg et al. 2004). 
None of these "mixing" situations, how- 
ever, can compare in intensity with the 
indirect exposure of the small town of 
Fallon, Nevada (population 7,536), in only 
a few years, to over 100,000 military per- 
sonnel from outside the area receiving train- 
ing at the naval air station, reaching the 
extraordinary level of 55,000 in 2000 
(GlobalSecurity.org 2003; U.S. Navy 
2002). That the world's most sharply 
defined cluster of childhood leukemia 
(Alexander 1993; Steinmaus et al. 2004) 
should occur in association with the most 
extreme example of rural-urban population 
mixing could not be more arresting (Kinlen 
and Doll 2004). 

Every opportunity should be taken to 
investigate the role that infection may have 
played in this extraordinary cluster of child- 
hood leukemia. Unlike most studies of 
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