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We recently conducted a population-based cohort study
and reported in the International Journal of Epidemiology
that adults with peptic ulcer disease (PUD; ICD-9-CM
codes 530-534) were 1.77 times more likely to develop
herpes zoster (shingles) than the general population.’ We
thank Drs Pellicano and Fagoonee for their critical com-
ments.” They stated that there is no clear evidence linking
PUD to depressed immunity and that PUD patients are not
more prone to infections than the general population. They
also implied that the statistical association between PUD
and shingles could be causal, indirect or an artefact. The
probability of a causal relationship is assessed by several
criteria including biological plausibility. It is well known
that Helicobacter pylori infection and nonsteroidal anti-
inflammatory drug (NSAIDs) usage are two major risk fac-
tors for peptic ulcer. Accumulated evidence has linked
H. pylori infection to extragastric manifestations, such as
ascorbate and iron deficiency which may impair the host
immunity and lead to infectious diseases.** Interestingly,
intravenous ascorbate has been demonstrated to have
beneficial effects on the treatment of shingles.” NSAIDs
can impair the intracellular processing of the phagocytized
antigens, antigens presenting functions of dendritic cells,
and the proliferation and activation of T cells, all of which
are critical for host immunity against viral infections.®’
Furthermore, NSAID usage has been found to be strongly
associated with severe soft tissue infections.®” The afore-
mentioned biologically plausible mechanisms add to the
weight of the causal relationship between PUD and shin-
gles. In addition, epidemiological studies have also identi-
fied that gastroesophageal reflux and reflux oesophagitis
(ICD-9-CM  530) are significantly associated with
increased risks for infections.'®!!

We also wish to emphasize our diagnostic accuracy.
In our study, PUD was not only identified by clinical symp-

toms and ICD-9-CM codes but also by claims of gastrointes-
tinal endoscopy and specific prescriptions for PUD. More
importantly, the reimbursement policy of Taiwan’s national
health insurance strictly requires that all patients should be
documented for H. pylori infection or endoscopy-confirmed
ulcers before receiving specific medicines.' Therefore, the
identified associations between PUD and shingles in our
study are valid because of the diagnostic accuracy. Further-
more, in comparison with the control cohorts, the adjusted
hazard ratios for shingles among the risk factors for PUD
were in the order: two risk factors (non-selective NSAID
usage and H. pylori infection) > non-selective NSAIDs usage
only > H. pylori infection only > others." This gradient rela-
tionship also suggests that the association between PUD and
shingles is causal.

In summary, all cumulative evidence highly suggests
that the statistical association between PUD and shingles in
our study is biologically plausible and likely causal.

Funding

The present study was supported by grants (CMFHR10080) pro-
vided by the Chi Mei Medical Center, Tainan, Taiwan.

References

1. Chen JY, Cheng TJ, Chang CY et al. Increased incidence of her-
pes zoster in adult patients with peptic ulcer disease: a popula-
tion-based cohort study. Int | Epidemiol 2013;42:1873-81.

2. Pellicano R and Fagoonee S. Herpes zoster in patients with
peptic ulcer disease: a plausible association? Int | Epidemiol
2015;44:361.

3. Maggini S, Wintergerst ES, Beveridge S, Hornig DH. Selected
vitamins and trace elements support immune function by
strengthening epithelial barriers and cellular and humoral im-
mune responses. Br | Nutr 2007;98(Suppl 1):529-35.

4. Yakoob ], Jafri W, Abid S. Helicobacter pylori infection and
micronutrient deficiencies. World | Gastroenterol 2003,
9:2137-39.

©The Author 2014; all rights reserved. Published by Oxford University Press on behalf of the International Epidemiological Association

9T0Z ‘€ 8UNC U0 30UBI0S puUe Adewireud Jo Aisiealun ueN eiyD e /Blo'seulnolployxoall//:dny woiy papeoumoq


http://www.oxfordjournals.org/
http://ije.oxfordjournals.org/

International Journal of Epidemiology, 2015, Vol. 44, No. 1

363

5. Schencking M, Vollbracht C, Weiss G et al. Intravenous vita-
min C in the treatment of shingles: results of a multicenter pro-
spective cohort study. Med Sci Monit 2012;18:CR215-24.

6. Kim HJ, Lee YH, Im SA, Kim K, Lee CK. Cyclooxygenase
inhibitors, aspirin and ibuprofen, inhibit MHC-restricted antigen
presentation in dendritic cells. Irmmune Netw 2010;10:92-98.

7. Paccani SR, Boncristiano M, Ulivieri C, D’Elios MM, Del Prete
G, Baldari CT. Nonsteroidal anti-inflammatory drugs suppress
T-cell activation by inhibiting p38 MAPK induction. | Biol
Chem 2002;277:1509-13.

8. Souyri C, Olivier P, Grolleau S, Lapeyre-Mestre M. Severe
necrotizing soft-tissue infections and nonsteroidal anti-inflam-
matory drugs. Clin Exp Dermatol 2008;33:249-55.

9. Mikaeloff Y, Kezouh A, Suissa S. Nonsteroidal anti-inflamma-
tory drug use and the risk of severe skin and soft tissue complica-
tions in patients with varicella or zoster disease. Br | Clin
Pharmacol 2008;65:203-09.

10. Wang JH, Luo JY, Dong L, Gong J, Tong M. Epidemiology of
gastroesophageal reflux disease: a general population-based
study in Xi’an of Northwest China. World J Gastroenterol
2004;10:1647-51.

11. Ruhl CE, Sonnenberg A, Everhart JE. Hospitalization with re-
spiratory disease following hiatal hernia and reflux esophagitis
in a prospective, population-based study. Ann Epidemiol
2001;11:477-83.

Estrogenic endocrine disruptors
and autoimmune disease

From C Mary Schooling’?* and Jie Zhao'

International Journal of Epidemiology, 2015, 363—-364

doi: 10.1093/ije/dyu133
Advance Access Publication Date: 4 July 2014

'School of Public Health, Li KaShing Faculty of Medicine, University of Hong Kong, Hong Kong SAR, China and 2City Uni-
versity of New York School of Public Health and Hunter College, New York, USA

*Corresponding author. 2180 Third Avenue, New York, NY10035. E-mail: mschooli@hunter.cuny.edu

Harpsoe et al. provide a fascinating study showing, in a
large cohort of women from Denmark, that adiposity
may precede diagnosis of a range of autoimmune dis-
eases.! Given rising rates of auto immune disease glo-
bally,? identification of a reversible mechanism could
facilitate prevention and substantially reduce morbidity.
Harpsoe et al. suggest a common aetiology linking adi-
posity to autoimmunity via effects on immune subsets,

' We wonder

leptin or perhaps other mechanisms.
whether a mechanism operating via estrogen might pro-
vide a more generic underlying explanation for the role
of adiposity in autoimmune disease, encompassing all
these elements while also providing a guide to potential
intervention targets. Specifically, adiposity raises estro-
gen levels,> which in turn promotes both immune re-
sponse* and autoimmunity’ as well as raising leptin.®
Consistent with this potential mechanism the anti-estro-
gen, tamoxifen, suppresses immune function and is asso-
ciated with less autoimmune disease.” As such,
interventions to prevent autoimmune disease might focus
on the role of maintaining a healthy weight and on the
identification and removal from the environment of es-
trogenic endocrine disruptors, such as dioxins, phthal-
ates and polychlorinated biphenyls.® Moreover, such an
approach is unlikely to generate adverse unintended con-
sequences for other diseases or for the major causes of

death, as large-scale trials have shown the harms of
raising estrogens, among women in the Women’s Health
Initiative trial”> and among men in the Coronary Drug

Project.'®
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