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We thank Dr Miller for his comments1 on
our recent article.2 While we agree that
age is an important factor in this longstanding controversy, we would like to
debate some of the points he makes. First,
contrary to his assertions, strong relationships have been shown between CT measures of emphysema and pathological
ﬁndings.3 While there has, in the past,
been discussion regarding the ‘best’
Hounsﬁeld Unit (HU) threshold to deﬁne
CT emphysema, our use of −950 HU, correlating with more severe disease, has
been used widely to demonstrate the
power of CT-based density metrics in
identifying COPD phenotypes, monitoring longitudinal changes and reducing the
population size needed to power pharmaceutical studies.4 5 Second, while we agree
with Dr Miller that age may impact the
CT-based emphysema score, the effect
size is considerably smaller than suggested. Recent data from COPDGene
examining normal subjects with a similar
age range as our study, with identical
scanner protocols, was unable to detect a
signiﬁcant age effect.6 Analyses of data
from the Multi-Ethnic Study of
Atherosclerosis
Lung
study,
which
included a much larger and older population, (n=854) showed a small age effect
(0.2%
for
every
10 years)
on
CT-emphysema.7 In another large multicentre study, Coxson et al8 noted that the
progression of CT-emphysema with
advancing age is low. While we agree that
future studies should consider age,
gender, race and more, we do not believe
that the magnitude of the age effect has
an inﬂuence on our ﬁndings.2 Third, Dr
Miller suggests that our comparisons are
not valid, as the discordant Fixed-only
group had less emphysema and gas trapping than those positive by both criteria.
We believe this relationship is to be
expected because those positive by both
criteria almost certainly have disease.
Most of the argument on which threshold
to use is relevant for patients with milder
disease in whom spirometric values fall
within a narrow margin on either side of
deﬁned thresholds, and hence comparisons with ‘normal’ controls are more illustrative of differences. Contrary to Dr
Miller’s comments, we did, in fact, adjust
for age differences between the Fixedonly and ‘normal’ patients in multivariate
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comparisons. Fourth, while we agree that
the lower limit of normal (LLN) is a
widely used statistical concept, we disagree that there is worldwide acceptance
by all scientiﬁc disciplines. For example,
hypertension and diabetes mellitus are
diagnosed on the basis of a ﬁxed threshold above which there is a disproportionate increase in morbidity.
Finally, in addition to quantitative CT, we
also examined respiratory morbidity indices
and found that the discordant Fixed-only
group had worse respiratory quality of life
and greater frequency of exacerbations than
smoking controls. We stand by our statements that comparisons of long-term outcomes using LLN and Fixed thresholds have
shown conﬂicting results, that LLN has been
validated against only the Fixed threshold
and that our study is the ﬁrst head-to-head
comparison of LLN with the Fixed threshold using an alternative measure of disease
as a gold standard.
We thank Quanjer et al for their comments9 on our recent article.2 While we
agree that CT emphysema and air trapping
are not speciﬁc for smoking-associated
COPD alone, the inﬂuence of age on
CT-based lung density at total lung capacity is overstated.6 7 8 10 We agree that
our paper has focused on smokingassociated emphysema. However, age is
also a major risk factor for COPD and
emphysema, and it can be argued that its
effect should not be discounted by adjustments for its impact.11 We agree with
Quanjer et al that multiple comparisons
can introduce type I errors. However,
though we did not make a priori adjustments for multiple comparisons, the data
presented in the tables are univariate comparisons, the p value for most variables
that are signiﬁcantly different between
groups is <0.001 and all results point in
the same direction, that of the Fixed discordant group having more morbidity,
suggesting that it is unlikely these are all
type I errors.2 We disagree with the assertion that the study grossly misrepresents
the COPD population. While we agree
that there is growing evidence that nonsmokers are at risk of emphysema and
COPD with risk factors starting in early
childhood,12 smoking (coupled with
genetic susceptibility) continues to be considered the single most important risk
factor for COPD. We have acknowledged
that our comparisons are speciﬁcally
applicable to this subset of patients with
COPD. In fact, the title of our article
states that our ﬁndings are regarding
‘smoking-related airﬂow obstruction’. We
did acknowledge that the use of home
oxygen was rather high in the Fixed

discordant group and this could be due to
comorbidities, high altitude and exertional
oxygen desaturation. However, being
Fixed discordant appears to identify those
at high risk for home oxygen requirement.
While we agree with Quanjer et al that the
previous literature has been conﬂicting
when comparisons were made between
the two thresholds for mortality, neither
of the studies cited by Quanjer et al are
direct comparisons between the Fixed and
LLN thresholds. Also, to overcome the
problem of one threshold being used as
the gold standard, as was done in previous
studies, as well as to overcome the limitation of using only mortality as the
outcome, we used respiratory morbidity
indices as well as CT presence of disease
as gold standard. Data on exacerbations
are comparable with other studies that use
patient-reported data, and was collected
using a rigorous combination of phone
calls by research coordinators every 3–6
months using a validated questionnaire
and an automated telephony system.13
Hence, we believe these data are reasonably robust. While we agree that more
research is clearly needed to address this
basic question on accurate diagnosis of
COPD, we stand by the ﬁndings of our
study that the Fixed discordant group
does represent a subset of patients with
clinically signiﬁcant airﬂow obstruction
and respiratory morbidity. We hope that
our study, which provides a link between
indirect metrics of lung function to a more
direct metric of parenchymal pathology,
provides a basis for added insights into
what clearly is a continuing controversy.
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