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High prevalence of abnormal acid gastro-oesophageal

reflux in idiopathic pulmonary fibrosis
To the Editors:

The role of gastro-oesophageal reflux in idiopathic pulmonary
fibrosis (IPF) has been given little consideration in the
literature, and RAGHU et al. [1] have made a significant
contribution in this regard. However, if we examine their data
in terms of attributable risk, the potential clinical impact of
these findings becomes even clearer.

Several other reports have suggested a possible link between
gastro-oesophageal reflux and IPF. A case–control study from
1976 determined the prevalence of reflux to be higher in 48
patients with IPF than in 270 age-matched controls with
fibrosis of other aetiologies [2]. TOBIN et al. [3] previously
published a smaller case–control study which identified that 16
out of 17 (94%) patients with IPF compared with four out of
eight (50%) patients with interstitial lung disease due to other
causes had abnormal acid exposure in the oesophagus. In
2005, PATTI et al. [4] determined the prevalence of gastro-
oesophageal reflux in IPF patients to be 66%, with a third of
those patients having no reflux symptoms.

In the current study, 46 patients with IPF not currently
receiving proton pump inhibitor (PPI) therapy were compared
with 133 asthmatics also not receiving PPI therapy. All patients
were subjected to 24-h pH-probe testing. The prevalence of
abnormal acid exposure was 87 and 68% in IPF patients and
asthmatics, respectively (statistically significant, p50.014).
Thus, the odds of having IPF in those with abnormal acid
exposure as compared to those without (odds ratio) is 3.19. The
attributable risk percentage (ARP) calculated based on table 1,
which was constructed using data from the study by RAGHU

et al. [1], is 68.6%. If we assume a causal relationship between
reflux and IPF, then simply stated the ARP means that 68.6% of
the cases of IPF in patients with abnormal acid exposure would
not have occurred in the absence of exposure. The population

ARP is 49.8%, which means that in the population of patients
studied, almost half of IPF cases identified would not have
occurred in the absence of abnormal acid exposure.

Unfortunately, the data presented by RAGHU et al. [1] also
suggest that only 47% of patients with abnormal acid exposure
experienced gastrointestinal symptoms, meaning that
symptom-targeted therapy may not be effective. Given the
relatively low cost of proton pump inhibitor therapy and low
side-effect profile compared with other available therapies for
idiopathic pulmonary fibrosis, these data suggest that at the
very least treatment with a proton pump inhibitor should be
strongly considered in patients with idiopathic pulmonary
fibrosis until better data are available. The data presented by
RAGHU et al. [1] also showed that 12 out of 19 patients on
proton pump inhibitors still had abnormal results from pH-
probe studies. More research needs to be carried out regarding
the association between reflux and idiopathic pulmonary
fibrosis to determine whether even more aggressive therapies
should be considered, should treatment with proton pump
inhibitors fail to adequately treat reflux.

TABLE 1 Frequency of gastro-oesophageal reflux in
patients with IPF and asthma

IPF cases Asthma controls Totals

GERD+ 40 90 130

GERD- 6 43 49

Totals 46 133 179

Data are presented as n. IPF: idiopathic pulmonary fibrosis; GERD: gastro-

oesophageal reflux disease; +: positive; -: negative.
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From the authors:

We appreciate M.K. Han’s interest in the results of our study
[1] and for the extended analyses of our data by calculating the
risk for the population with acid gastro-oesophageal reflux
(GER) and idiopathic pulmonary fibrosis (IPF). While this
interesting observation deserves further study, as emphasised,
it is apparent that the calculated risk is based on the number of
GER disease+5130/number of cases+controls51796(OR-1)/
OR5.498. Since an effective treatment regimen to improve
patient outcome is yet to be determined for IPF, M.K. Han
argues for patients with IPF to be treated for acid GER.

It is important to reiterate that our study design was not
intended to investigate the causal effect of acid GER in IPF.
While further studies are needed to clarify this in the

pathogenesis of IPF, we have recently reported that some
patients with IPF stabilise with adequate control of acid GER
[2]. Only a double-blind, placebo-controlled, randomised
clinical trial, with use of proton pump inhibitors (PPIs), can
determine the efficacy of PPI in the treatment for IPF. In
designing clinical trials using other agents, it may also be
important to stratify randomisation based on the use of PPI at
baseline and during the study period.

As more investigators and clinicians are recognising the high
association of acid GER in IPF, M.K. Han’s suggestion to treat
IPF patients empirically with PPI will undoubtedly be raised
again. We believe it is imperative to pursue further studies to
determine the role of acid GER in the pathogenesis of IPF, and
to determine if suppression of acid GER by medical and/or
surgical treatment prevents further progression of IPF and/or
improves outcome measures for patients with IPF.

We would like to thank M.K. Han for supporting our concepts
by further analyses of our data. Hopefully, well-designed
prospective clinical studies will be undertaken in the near
future and the results will confirm the provocative observa-
tions.
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Sandblasting jeans kills young people
To the Editors:

At this year’s annual congress of the Turkish Thoracic Society
(TTS), a mini-symposium was devoted to the occurrence of
silicosis in the textile sector in Turkey. Clinicians from four
cities reported on a total of 35 subjects with silicosis: 20, 10,
four and one cases from Erzurum, Izmir, Tokat and
Diyarbakir, respectively [1–4]. Nearly all patients were young
males in their early twenties or even younger. They had been
employed, often as undeclared workers, for only a few years in
small workshops where denim jeans undergo jet sandblasting
to give them a ‘‘worn-in’’ appearance. This job involved
working long hours under very poor hygiene conditions,
without any serious respiratory protection, and often far away
from home, e.g. in Istanbul.

As no thorough occupational history had been taken or
because silicosis was not suspected in these ‘‘textile’’ workers,

several patients had initially been misdiagnosed as having
tuberculosis (or sarcoidosis). So, depressingly beautiful images
of high-resolution computed tomography scans or lung
biopsies were projected, showing textbook presentations
of acute silicosis (alveolar lipoproteinosis) or accelerated
silicosis.

Two patients had started sandblasting when they were aged 13
and 14 yrs; both worked little more than 3 yrs and they died
within a year of diagnosis, aged 18 and 19 yrs.

These two instances of silicosis in jeans sandblasters had
already been reported at the 2005 congresses of the TTS and the
European Respiratory Society, and they have now been
published [5] (except for the fatal outcome). The suspicion of
an epidemic now appears to be verified: an informal poll of
,30 participants in the mini-symposium at the TTS yielded
another 15 cases from various other places in Turkey. c
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