
BMJ | 22 August 2009 | Volume 339 				    415

lettersThese letters are selected from rapid responses posted 
on bmj.com. Selection is usually made 12 days after print 
publication of the article to which they respond.

White matter and ageing

Osteoarthritis and protection 
from global functional decline
Inzitari and colleagues describe the association 
between white matter changes in older patients 
and subsequent functional decline.1 Their 
findings show that new occult markers of disease 
may exist and reinforce some of the intuition of 
clinicians dealing with elderly patients, raising 
some interesting issues.

Firstly, although education conferred a 
protective effect on subsequent decline, the 
presence of osteoarthritis conferred stronger 
protection than a year of education, even 
when adjusted for other risk factors. The 
anti-inflammatory effect from the concomitant 
use of non-steroidal anti-inflammatory drugs 
(NSAIDs) may have conferred some benefit. 
NSAIDs selective for cyclo-oxygenase-2 (COX 2 
inhibitors) increase cardiovascular risk,2 but the 
evidence of harm from non-selective NSAIDs 
is limited.3 Indeed, some beneficial effects of 
non-selective NSAIDs on cognitive decline, albeit 
contended, have been noted.4 Were data on drug 
treatment collected? If so, was NSAID use or class 
of NSAID associated with progression to death 
or disability? Issues of statistical power may 
preclude a definitive answer to this question.

Secondly, if white matter changes contribute 
independently to morbidity, as this study 
suggests, did the burden of white matter 
disease correlate with incident delirium in the 
study population? Such a finding would help to 
explain the comparatively high rates of delirium 
in older patients previously considered to be 
cognitively intact.5

Finally, the composite rate of transition to 
disability or death of 15.8 per 100 person 
years shows that older patients who seek 
medical attention—despite presenting as non-
disabled—carry a high risk of progression to an 
unfavourable outcome. This should inform the 
practice of geriatricians and general physicians 
alike when dealing with older people in an 
increasingly rationed environment.
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A/H1N1 pandemic

Case definition is too loose
The inpatient infectious diseases ward of the 
1000 bed James Cook University Hospital 
in Middlesbrough has been designated for 
treatment and isolation of all patients admitted 
with confirmed or suspected swine flu.1

Up to 29 July 2009, 28 such patients had 
been admitted to the ward. They all had viral 
throat swabs taken. Only two had positive 
swabs for H1N1 virus (table).

The current case definition of A/H1N1 flu is 
so non-specific that its use without a clinician 
assessment is likely to lead to many clinically 
significant diagnoses being missed with the risk 
of increased morbidity and mortality.
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Quinine for malaria in children

Increasing adherence to quinine
Achan and colleagues show that increasing 
access to artemisin based combination 
treatments will allow most Africans with 
uncomplicated malaria to be treated promptly 
with these effective medicines,1 but caution is 
required when extrapolating their findings.

They studied Ugandan children aged 6 to 
59 months, and one of the shortcomings of 
the quinine treatment was poor adherence to 
treatment. This might be owing to the bitter 
taste of quinine, and compliance may be better 
among older children or adults.

The quinine sulphate formulation was 
certified by the Uganda National Drug Authority, 
but which quality checks were performed is 
unclear. In their study of antimalarial drug 
quality in Africa, Amin and Kokwaro found that 
quinine formulations often passed the content 
test but failed the dissolution test.2 As quinine 
sulphate is only sparingly soluble in water,3 it 
may be especially problematic in small children 
with short gastrointestinal transit times.

Other quinine salts may be preferable: 
from their small bioavailability study in adults 
Jamaludin et al recommend the ethyl carbonate 
salt for use in paediatric patients because of its 
neutral taste.4
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Diagnoses in 28 patients admitted to isolation ward 
with suspected swine flu

 Diagnosis No of patients

Swine flu 2

Adenovirus 1

Asthma exacerbation 1

Bronchiectasis exacerbation 1

Gastritis 1

Hyperemesis gravidarum 1

Meningioma (presented with headaches) 1

Meningitis (herpes simplex) 1

Meningitis (meningococcal) 1

Neutropenic sepsis 1

Peritonitis 1

Pneumonia (community acquired) 3

Pneumonia (pneumococcal) 2

Primary hyperparathyroidism (presented 
with muscle aches)

1

Staphylococcus aureus bacteraemia  1

Tonsillitis 1

Viral infection 6

Other (admitted for another reason and 
thought to have swine flu)

2
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Antihistamines for anaphylaxis?

Primary outcome measures
Andreae and Andreae recommend that 
future trials of antihistamines in anaphylaxis 
should use a primary outcome of “whether 
antihistamines result in reduced mortality.”1

Given that death from anaphylaxis is 
rare, and that fewer than half of deaths from 
anaphylaxis occur before reaching emergency 
medical care, this outcome is not useful.

Perhaps we should first establish, using 
prospective observational studies in both 
hospital and community settings, the 
clinical outcomes with a simple protocol of 
supportive care including adrenaline and fluid 
resuscitation.

The results of such studies may remove 
the need for a clinical trial of antihistamines. 
Alternatively, they may suggest alternative, 
clinically relevant primary outcomes for a 
placebo controlled trial of antihistamines—for 
example, the incidence of adverse effects or 
delayed phase (“biphasic”) reactions, or both.
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Thyroid swellings

Nodules and hyperthyroidism

Hatton and colleagues say that nodules 
in hyperthyroid patients are unlikely to 
be malignant, suggesting that no further 
investigation is required if thyroid function 
tests indicate hyperthyroidism.1 However, 
the presence of a solitary or dominant thyroid 
nodule in a patient with biochemical evidence 

of hyperthyroidism is one of the few remaining 
indications for isotope scanning of the thyroid.

An autonomous “hot” nodule is indeed 
unlikely to be malignant, and fine needle 
aspiration is not indicated. However, if the 
patient has one nodule, others may (and 
often will) be present. If thyroid stimulating 
hormone is suppressed, you need to be sure 
that the palpable nodule is suppressing it: an 
impalpable hot nodule may exist elsewhere in 
the gland, and the presenting lesion may be cold 
and require fine needle aspiration.

To summarise, in euthyroid patients, 
isotope scanning to characterise nodules is 
not indicated because they will either be cold 
or warm, which has no clinically significant 
implication for the presence or absence of 
malignancy. If thyroid stimulating hormone 
is suppressed (a comparatively uncommon 
finding), scanning is indicated to ensure that the 
palpable nodule is hot.
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Thyroid cancer and the young
Hatton and colleagues state that thyroid 
swellings are more likely to be malignant in 
patients over 65.1 However, thyroid cancer is not 
rare in younger age groups. Indeed, standard 
endocrine practice is to regard patients under 
20 as having an increased clinical suspicion of 
malignancy when they present with a thyroid 
nodule.2 In terms of rate of growth, suddenly 
enlarging and painful thyroid nodules are 
usually benign, but aggressive thyroid cancers 
may occasionally be associated with both 
sudden growth and pain.

Patients with palpable thyroid nodules with 
normal thyroid function tests should indeed be 
referred to a specialist service.1
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British Pain Society manoeuvres

Why the desperation?
The recent ousting of Professor Paul Watson 
from the presidency of the British Pain Society 
by a selection of society members characterised 
by their allegiance to injections of therapeutic 

substances into the back for non-specific low 
back pain,1 seems a desperate, ill targeted, 
and rather illogical response to what must be 
disappointing news.

One might expect an organised and coherent 
representation from that group of practitioners, 
and for it to be delivered through appropriate 
channels. One might hope for a belated 
enthusiasm for undertaking the studies to 
collect evidence in support of their allegiance. 
One might dream of impassioned vigour in 
establishing collaborative teams of passionate 
clinicians and pragmatic researchers to pursue 
the truth about injections of therapeutic 
substances into the back for non-specific 
low back pain. Instead, the chosen response 
seems to have been an organised and targeted 
personal attack on one member of the group 
from the National Institute for Health and Clinical 
Excellence (NICE), implemented by exploitation 
of the legally binding mechanisms of the British 
Pain Society.

By taking this response, the society as a whole 
has been dragged down. From that it should 
recover, but the damage to the instigators may 
be harder to overcome. As the world watches the 
impact of these desperate measures unfold (for 
the world is watching), we find ourselves asking 
why, for this selection of society members, are 
these such desperate times?
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Making trial data public

Astronomical data  
lead the way
Astronomers have been making their raw 
data publicly available for some time, after a 
suitable delay to enable those who came up 
with the idea (and the funding) to perform the 
first analyses. For example, one organisation 
releases data to the public 18 months after 
archiving.1 Perhaps a suitable time for release 
of data held by pharmaceutical companies 
would be shortly after the patent for the drug 
has expired.2

Secrecy might produce short term gains, but 
in the longer run it can only hinder progress.
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