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Authors’ response to Walker
et al.

The research letter by Walker et al1 ques-
tions the generalisability of the results of
the 4-year UPLIFT trial comparing tiotro-
pium versus placebo based on potential
eligibility for UPLIFT at time of discharge
of a COPD patient population in New
Zealand hospitalised for an exacerbation.
The authors state that 38% of their study
population would have been excluded
from UPLIFT. The authors’ assertion
regarding the limited generalisability of
UPLIFT’s findings to clinical practice is
not valid for several reasons.

First, patients hospitalised for COPD
exacerbations are not representative of the
general COPD population. An epidemio-
logical analysis from The Netherlands2

reported that 2.1% and 4.4% of COPD
patients (mean age, 68 years) starting
treatment with HandiHaler and Respimat,
respectively, had a COPD-related hospital-
isation in the year preceding the analysis.
Analysis of an elderly Canadian COPD
population3 showed that 9.8% were
recently hospitalised for acute respiratory
conditions. These epidemiological data
suggest that the COPD population studied
by Walker et al is not representative of the
general COPD population.

Second, UPLIFT used liberal inclusion/
exclusion criteria and allowed all COPD
medications except other inhaled anticholi-
nergics. The exclusion from UPLIFT of
patients with unstable or life-threatening
cardiac arrhythmias, recent acute myocar-
dial infarction (MI) or severe heart failure
requiring hospitalisation is consistent with
most long-term COPD trials designed to
evaluate the benefit/risk of pharmaco-
therapy, including those evaluating long-
acting beta-agonist±inhaled corticosteroid.
Furthermore, the Canadian COPD database
analysis cited above reported 1.3% of
patients hospitalised for acute coronary syn-
drome, including MI, 0.2% for arrhythmias
and 2.2% for heart failure during the
6 months preceding the analysis. The pro-
portion of patients excluded from UPLIFT
because of these conditions is therefore very
limited and would not limit the generalis-
ability of UPLIFT’s findings.

Third, patients studied in UPLIFT, who
therefore did not have these conditions at
baseline, could experience such adverse
events in a real-world manner as prevalence
increases with age (mean age at baseline,
65 years) during the conduct of the
4-year trial. This further supports the

generalisability of UPLIFT’s findings to clin-
ical practice. The respective events tended
to occur later in the group treated with tio-
tropium versus placebo. Most patients did
not withdraw due to these events, allowing
for a robust analysis of serious adverse
cardiac events. No findings of concern were
detected and a manuscript of the respective
analysis is in preparation.
For these reasons, we believe that

Walker et al’s assertion regarding the
limited generalisability of UPLIFT’s find-
ings is not valid.
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Letter in response to Tashkin
et al: limited generalisability
of uplift findings to clinical
practice

We appreciate the comments made
by Tashkin et al1 regarding the limited gen-
eralisability of the Understanding Potential
Long-term Impacts on Function with
Tiotropium (UPLIFT) findings.2 In
response, the sample we studied was not
designed to be representative of the general
chronic obstructive pulmonary disease
(COPD) population, but rather the sub-
group of patients with severe COPD who
are likely to be at greatest risk of serious car-
diovascular events. Second, the derived
data presented from the Canadian database
analysis do not correspond to the UPLIFT
inclusion criteria. The UPLIFT study
excluded patients with cardiac arrhythmias
deemed unstable or life-threatening, or that
required either intervention or a change
in drug therapy in the last 12 months.3
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In contrast, the Canadian data related to
arrhythmias requiring hospital admission in
the last 6 months.1 Third, the cardiovascu-
lar and renal comorbidity exclusion criteria
in UPLIFT were not used in major long-
term COPD trials evaluating LABAS±ICS,
such as the landmark TOwards a
Revolution in COPD Health study, which
had no specific cardiovascular or renal
comorbidity exclusion criteria.4

In our view, the efficacy/safety profile of a
COPD medication can only be determined
if those patients who are at greatest risk of
serious adverse events are studied. If this has
not been done, then failing to list the char-
acteristics of patients who were excluded
from trial participation in the medication
data sheet is unsatisfactory. We propose that
the tiotropium data sheet5 is amended to
state that the favourable efficacy/safety
profile of tiotropium HandiHaler estab-
lished in the UPLIFT study applies only to
patients without recent cardiovascular or
renal comorbidity, as these patients were
excluded from the study.
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SKUP3 trial: comment

The paper on uvulopalatopharyngoplasty
(the SKUP3 trial, September 2013 issue of
Thorax) is a significant contribution to the
literature on the surgical management of
obstructive sleep apnea (OSA).1 The
authors are to be congratulated on pushing
through such a difficult trial with good
control subjects. However, there is one
concern that we have, which may alter the
clinical conclusions that should be drawn.
Patients for this trial were highly selected.
In particular, none had had a previous ton-
sillectomy, and Friedman stage III (ie, only
small tonsils) were specifically excluded.
The Friedman stage I and II patients
entered into this study had large tonsils by
definition or, when there were only small
tonsils, the tongue was low (suggesting they
might still be important). Thus this study
was very much one of tonsillar resection
with an added, and limited, palatal resec-
tion. Therefore we do not know which bit
of the operation contributed most to the
fall in apnea-hypopnea index (AHI). The
authors imply from their study and from
previous data that, because tonsillar size did
not predict degree of surgical benefit, the
tonsillar resection contribution to outcome
was likely to be limited. However, this argu-
ment is possibly flawed. Tonsillar enlarge-
ment is known to be important,2 and
patients with OSA will present with symp-
toms when the tonsils reach whatever is the
critical size in that patient to cause obstruc-
tion, and this size is likely to depend on
underlying pharyngeal dimensions (as it
does in children3). Thus their removal,
whatever the critical size reached, will help
relieve OSA. We would be reluctant, based
on this study, to ascribe surgical success to
the palatal resection component (perhaps
implied by the article’s title) and wonder if

the success results more from the tonsillec-
tomy, as is the case in children.4 This trial
should not be used as evidence to support
palatal resection in OSA, especially given
that this operation adversely influences the
future use of continuous positive airway
pressure (CPAP), should this be required.5
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Authors’ response to letter
to the editor concerning our
SKUP3 trial

We thank Stradling and Kohler1 for their
comments on our publication, SKUP3

RCT. The authors of this correspondence
report their worries concerning (a) which
part of the uvulopalatopharyngoplasty
(UPPP) contributed most to the improve-
ments in nocturnal respiration, tonsillec-
tomy or uvulopalatoplasty (UPP), and (b)
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