
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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if that UPPP adversely influences the
future use of continuous positive airway
pressure (CPAP).

The first worry (a) we agree concerning
the difficulties when evaluating a two-
stage treatment. However, the aim of
SKUP3 was to evaluate the effect of UPPP,
which includes tonsillectomy per defin-
ition and has been a well-known surgical
treatment for obstructive sleep apnoea
syndrome (OSAS) since it was first intro-
duced in 1981.2 Stradling and Kohler
refer to a study of nine OSAS patients
with large tonsils who underwent tonsil-
lectomy with an 80% success rate, similar
to that in children. Adult OSAS patients
with large tonsils are few in number, only
6% according to one study.3 The majority
have a soft palate and uvula that has been
traumatised and deranged after several
years of snoring and vibrations, leading to
bulky tissue, which obstructs the airway
during sleep. The results from our previ-
ous study of 158 OSAS patients undergo-
ing UPPP showed that tonsil size was not
a success factor.4 In our experience, ton-
sillectomy is important as a part of UPPP
in OSAS also in patients with small
tonsils, as it enables the lateralisation and
suturing of the posterior tonsillar pillar,
thus widening the airway space, and our
studies support this view.

Furthermore, a meta-analysis of UPP
showed an apnoea–hypopnoea index
reduction of 32%, comparable with 33%
in UPPP,5 indicating that the palatal oper-
ation also improves nocturnal respiration.
However, randomised controlled trials
comparing tonsillectomy, UPP and UPPP
are recommended to further clarify this
question.

The second worry of Stradling and
Kohler concerns (b) whether UPPP influ-
ences future use of CPAP, referring to a
study from 1996. The surgical method
used at the start in the 1980s and 90s
was more radical than it is today. We are
performing only minor resections of the
soft palate and uvula, that is, a modified
UPPP. There is a scarcity of reports on
this issue. However, a small Chinese
study compared the classical UPPP with a
modified UPPP and noted that all the
problems with CPAP titrations occurred
in the group of classical UPPP patients.6

Further prospective studies are also
needed in this matter.
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British Thoracic Society
guideline on pulmonary
rehabilitation in adults: does
objectivity have a sliding
scale?

We congratulate the Guideline Develop-
ment Group (GDG) on the publication of
their new pulmonary rehabilitation guide-
line.1 However, we are concerned by the
contrasting recommendations for limb
resistance training (LRT), which is recom-
mended, and for inspiratory muscle training
(IMT), which is not. Both interventions
have identical levels of evidence (1+) and
similar evidence statements.
The evidence statement in relation to

LRT is as follows:

In patients with COPD, resistance training
in combination with aerobic training does
not lead to additional benefits to
health-related quality of life, dyspnoea or

exercise tolerance compared with aerobic
training alone. (Evidence level 1+)

The GDG puts forward a number of
arguments to justify recommending LRT,
despite the evidence level being 1+:
▸ Lower limb weakness is common in

COPD and is a poor prognostic
indicator.

▸ LRT has other benefits, such as redu-
cing falls in older people in general.

▸ LRT in combination with aerobic train-
ing results in greater improvements in
peripheral muscle strength than
aerobic training alone.
The claim that LRT reduces falls in

older people is not supported by a cit-
ation, and our understanding is that this
link remains equivocal. The other mitigat-
ing claims are not unique to LRT (see
below).

The evidence statement relating to IMT
is very similar to the statement for LRT,
but the resulting recommendation is
entirely different:

IMT using threshold loading devices or
normocapnoeic hyperpnoea does not
appear to augment the beneficial effects
of general exercise training in patients
with COPD. (Evidence level 1+)

IMT is not recommended as a routine
adjunct to pulmonary rehabilitation.

To our eyes, based upon the evidence
statements, the differing recommendations
are inconsistent, particularly as the miti-
gating factors used by the GDG to justify
its recommendation of LRT also hold true
for IMT:
▸ Inspiratory muscle weakness is also

common in COPD and is an independ-
ent determinant of survival.2

▸ IMT in combination with exercise
training yields larger improvements in
inspiratory muscles strength and endur-
ance than aerobic training alone.3

Perhaps most importantly, unlike LRT,
standalone IMT is an evidence-based
intervention in its own right, and is sup-
ported by systematic reviews and
meta-analyses.3 4 Established benefits
include, “inspiratory muscle strength and
endurance, functional exercise capacity,
dyspnoea and quality of life”.3

Given the highly influential nature of
these guidelines, and their likely adoption
as the ‘de facto’ standard of care, dispar-
ities in the interpretation of the evidence
base must be justified carefully; failure to
do so creates an impression of bias.
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