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Recurrent pharyngo-tonsillitis
Tonsillectomy has some benefits over watchful waiting, but the net benefit is
unclear and research into longer term outcomes is needed

In this week’s BA{J, a randomised controlled trial by
Alho and colleagues assesses the effectiveness and
safety of tonsillectomy compared with watchful waiting
in adults with recurrent streptococcal pharyngo-tonsil-
litis (three episodes of pharyngitis in six months or
four in 12 months)." Although the minority of patients
presenting to general practitioners with tonsillitis have
recurrent tonsillitis, about 12% of the population has
recurrent tonsillitis at some stage,? and a substantial
familial element exists.? The trial found that tonsillec-
tomy significantly reduced the recurrence of the prin-
cipal outcome, streptococcal pharyngitis, at 90 days
(1736 (3%) v 8/34 (21%); adjusted relative risk 21%,
95% confidence interval 6% to 36%; number needed to
treat 5, 3 to 16). A systematic review of tonsillectomy
for chronic tonsillitis found limited data to support ton-
sillectomy in children and no data in adults,® so the
trial is the first to provide evidence to help doctors and
patients decide on the best course of action.

Despite these promising results, the trial does have
limitations that make it difficult to apply the results to
a clinical setting. The main problem is that the follow-
up period of six months is relatively short, and people
in the watchful waiting group reported considerable
improvement during the trial period—after six months
the mean number of sore throats was 0.4, and patients
had on average had 2.5 days of sore throat. This begs
the question of whether the benefit of immediate tonsil-
lectomy would be reduced if the follow-up was longer.
Secondly, because of the small size of the trial, the
effect sizes were imprecise and confidence intervals
were wide. Thus the trial is consistent with as small
a benefit as a 3% reduction in episodes of sore throat
(number needed to treat 34). A third limitation is that
we do not know how severe the episodes of pharyngitis
were. The authors provide some data on the number
of days with a sore throat, but because patients were
encouraged to consult to have swabs taken, it is difficult
to judge severity on the basis of consultation data. The
episodes of sore throat lasted six days, which suggests
that they were shorter than normal episodes present-
ing to general practitioners (where on average patients
have had symptoms for three days before they present
and symptoms last for a further five days*). Another
issue relates to the chosen primary outcome measure
of a reduction in streptococcal pharyngitis confirmed
by culture, which is perhaps of limited clinical use as
patients do not complain of streptococcal pharyngitis

but of sore throats. More useful to clinicians and

patients, is that the authors documented a reduction

of 25% in episodes of sore throat (56% v 31%), and a

sore throat for nine days less in the first 90 days of the

follow-up period.

Any benefits of the operation must be balanced
against potential disadvantages. The major disadvan-
tage documented in the trial is the 13 days of sore
throat after tonsillectomy, which can be severe in
many patients.! Other disadvantages include the risks
associated with an anaesthetic, otalgia, dehydration,
dental injuries, burns, and soft tissue injuries, and a
risk of life threatening complications, such as major
haemorrhage or sepsis (mortality rates range from one
in 16 000 to one in 35 000).° The trial is underpowered
to quantify the risk of these complications accurately,
and although only minor bleeding was seen after ton-
sillectomy, more severe but rarer complications are
probably of greater concern to patients.

What is the take home message for clinicians? Until
the longer term outcomes in people who do not have
surgery are available, and we have more precise esti-
mates of the benefit in terms of the severity of the
episodes prevented by surgery, it is difficult to provide
firm advice to patients. Until such evidence is available,
I would advise patients who have had four episodes
of sore throat in one year or three in six months that
they are likely to have on average two and a half days
of sore throat in the next six months if they decide not
to have the operation; if they decide to have the opera-
tion they are likely to have about 13 days of severe
pain immediately after surgery, and then on average
half a day of sore throat in the next six months. I would
also make them aware that they might have minor
postoperative complications and very rarely life threat-
ening complications.

1 Alho O-P, Koivunen P, Penna T, Teppo H, Koskela M, Luotonen J.
Tonsillectomy versus watchful waiting in recurrent streptococcal
pharyngitis in adults: randomised controlled trial. BM/ 2007 doi:
10.1136/bm;}.39140.632604.5.

2 Kvestad E, Kvaerner K, Roysamb E, Tambs K, Harris J, Magnus P.
Heritability of recurrent tonsillitis. Arch Otolaryngol Head Neck
Surg 2005;131:383-7.

3 Burton M, Towler B, Glasziou P. Tonsillectomy versus non-surgical
treatment for chronic/recurrent acute tonsillitis. Cochrane
Database Syst Rev 2007;(1):CD001802.

4 Little PS, Williamson I, Warner G, Gould C, Gantley M, Kinmonth
AL. An open randomised trial of prescribing strategies for sore
throat. BMJ 1997;314:722-7.

5  Randall D, Hoffer E. Complications of tonsillectomy and
adenoidectomy. Otolaryngol Head Neck Surg 1998;118:61-8.
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Telephone interventions for disease management in

heart failure

Such support for patients at home cuts admissions to hospital for heart failure

Several randomised trials have established that dis-
ease management programmes offering, for exam-
ple, home visits, heart failure clinics, and telephone
interventions result in better adherence to treatment
and reduced admissions to hospital for heart failure
than standard care for people with heart failure."* Cur-
rent evidence is unclear, however, on the impact of
such programmes on mortality, all cause admissions,
quality of life, and cost reduction. The most effective
components of the interventions and the benefits to
different subgroups are also unknown. Moreover,
such evidence comes from small trials with short
follow-up, performed at single centres, that applied
complex strategies to selected high risk populations.
These characteristics might affect both the internal and
external validity of the trials’ findings. In this week’s
BM]J, Clark and colleagues present a meta-analysis that
includes 14 trials of telephone interventions in heart
failure; it shows an overall 21% reduction in admis-
sions for heart failure (but not in total admissions) and
a 20% reduction in total mortality.” The authors also
report a benefit of these interventions on quality of
life and cost reduction. The two types of interven-
tion—structured telephone support and telemonitor-
ing—were similarly effective.

In this new systematic review by Clark and col-
leagues only one trial included more than 1000
patients and only two trials had more than 12 months’
follow-up.® 7 But previous meta-analyses of heart
failure programmes included fewer, smaller trials
and did not show a beneficial effect of telephone
interventions.® ¥

Clark and colleagues reported a reduction in mor-
tality, but this effect was seen in only one structured
telephone study (TEN-HMS).” Conversely, in the
largest trial done so far, the DIAL trial, in which we
were both investigators, mortality was not reduced,
although admissions for heart failure were significantly
reduced (relative risk reduction 29%, P=0.005).% The
DIAL trial randomised ambulatory stable patients
with previously optimised drug treatment (95% used
angiotensin converting enzyme inhibitors or angio-
tensin receptor blockers and 70% used P blockers) to
education and monitoring by nurses by telephone,
and all patients were followed up by cardiologists. The
reduced mortality seen in the TEN-HMS trial might
have been explained by a more effective interven-
tion or by a higher effect because it included sicker
patients.

Evaluations of complex interventions with multi-
ple and simultaneous strategies should aim to answer
questions about how the interventions work and which
of their components are essential. Available evidence
suggests that disease management interventions in

heart failure should incorporate education on self care
and adherence to diet and medicines; monitoring and
surveillance to detect early signs of decompensation;
people trained in heart failure to provide the interven-
tions; and facilitated access to specialised care for any
clinical deterioration.

The impact of these interventions might be attrib-
uted at least in part to the ability to detect early signs
of pulmonary and systemic congestion and to allow
early consultation with medical specialists before
severe decompensation occurs. Other mechanisms
might include the effect of education and behavioural
advice, as we found in the DIAL trial—patients with
improved knowledge of medical treatment and early
compliance with diet, daily weighing, and drug treat-
ment (from baseline to the first 45 days) benefited
most from the intervention.’

Telephone interventions usually need fewer
resources than more complex interventions and tran-
scend geographical and transport barriers, allowing
wide scale implementation in clinical practice. More
complex interventions might be needed in certain
situations, such as advanced heart failure or in frail
elderly patients. These might still be provided by tele-
phone—for example, through transfer of patient data
and other technologies—but such systems are more
resource intensive and perhaps less feasible.

Overall, the evidence supports telephone interven-
tions in the management of heart failure. But, as there
have been no head to head comparisons of different
disease management strategies, any intervention that
includes education, monitoring, facilitated access, and
trained personnel may be effective, no matter how it
is delivered. And, despite these promising data about
telephone based programmes in heart failure, we must
bear in mind that these interventions cannot substitute
for medical assistance for these patients; they simply
provide support to the clinician-patient relationship
and offer a better way to provide medical care in heart
failure.

1  YuDS,Thompson DR, Lee DT. Disease management programmes
for older people with heart failure: crucial characteristics which
improve post-discharge outcomes. Eur Heart/ 2006;27:596-612.

2 Bluel, LangE, McMurray ], Davie AP, McDonagh TA, Murdoch DR,
etal. Randomised controlled trial of specialist nurse intervention
in heart failure. BMJ 2001;323:715-18.

3 RiegelB, Carlson B, Kopp Z, LePetri B, Glaser D, UngerA. Effect of a
standardized nurse case-management telephone intervention on
resource use in patients with chronic heart failure. Arch Intern Med
2002;162:705-12.

4 Krumholz HM, Amatruda ), Smith GL, Mattera JA, Roumanis SA,
Radford MJ, et al. Randomised trial of an education and support
intervention to prevent readmission of patients with heart failure. /
Am Coll Cardiol 2002;39:83-9.

5  ClarkRA, Inglis SC, McAlister FA, Cleland JGF, Stewart S.
Telemonitoring or structured telephone support programs for
patients with chronic heart failure: systematic review and meta-

analysis. BMJ 2007 doi: 10.1136/bmj.39156.536968.55.
6  GESICA Investigators. Randomised trial of telephone intervention
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Onset of action of antidepressants
Most benefit is evident in the first two weeks, not six, as conventional

wisdom says

Recent guidance from the National Institute for Health
and Clinical Excellence (NICE) says that antidepres-
sant drugs should be offered routinely to all patients
with depression of at least moderate severity and rec-
ommends a selective serotonin reuptake inhibitor as
first line treatment.! The NICE guidance goes on to
state that “Patients started on antidepressants should
be informed about the delay in onset of effect.” This
reflects conventional wisdom, but is it time to revisit
this idea?

Speed of onset of the actions of antidepressants is
clinically important for several reasons. Delayed onset
means that depression, its associated disability, and for
some patients the potential risk of suicide continue.
Early onset of effects may improve future compliance
and thus outcomes.

When tricyclic antidepressants were first introduced
in the 1950s delays in antidepressant effects were not
reported. Indeed, researchers on early tricyclic anti-
depressants asserted that they usually started to work
within the first few days of treatment.? * Later clinical
experience suggested, however, that the drugs did not
act immediately. The ensuing debate continued into
the 1970s. By the mid-1970s, animal models suggested
that the dissociation of acute biochemical changes
induced by antidepressant treatment and the thera-
peutic action were due to the development of sub-
sensitivity in the postsynaptic monoamine receptor. 5
In animal models, these changes became apparent
only after dosing with antidepressants over a similar
period to that taken for clinical efficacy to develop. In
the 1980s, a series of pooled clinical studies seemed
to confirm this delayed onset of action.® Since then,
increasingly refined neurobiological theories of the
action of antidepressants have incorporated this
delay.”

This message is largely unchanged, despite the
development of newer antidepressants, such as the
selective serotonin reuptake inhibitors, and even
though newer antidepressants can often be started at
a therapeutic dose, rather than titrated upwards over
two to three weeks, as is necessary with the older tri-
cyclic antidepressants to minimise adverse effects.

Research on this question is hampered by lack of
an agreed definition of onset of action.® This is par-

ticularly true in clinical practice, where it may be dif-
ficult to distinguish between signs of response and side
effects. For example, sedation may relieve symptoms
but it is not directly related to the medicine’s antide-
pressant properties. Recently, however, several studies
have challenged the assumption of a delay in the onset
of antidepressant action.!*!!

A meta-analysis of 76 double blind placebo con-
trolled trials of antidepressant treatment for depres-
sion in 2005 found that 60% of overall improvement
occurred during the first two weeks and that half of all
patients who respond to a six week trial respond in the
same period.” More recently, a meta-analysis of pla-
cebo controlled trials of selective serotonin reuptake
inhibitors suggested that therapeutic response is great-
est in the first week, with a gradual decline in the size
of benefit over successive weeks of treatment.!! One
third of the total effect seen at six weeks was appar-
ent in the first week."' As the studies were placebo
controlled trials, this improvement was unlikely to be
a placebo effect.

These recent findings raise further questions. Is
speed of therapeutic benefit with antidepressants a
class effect, and do differences occur within classes?
Do some symptoms respond quicker than others?
Does early response predict future response and, if
so, should we routinely review response earlier and
change treatment if no response occurs in the first
week or two? Does this phenomenon apply only to
a subset of the population and is it genetically deter-
mined? Should we be encouraging patients to antici-
pate early relief from symptoms and, if so, is there a
risk of disappointment if benefit is delayed?

Until studies are specifically designed to measure
the onset of action of antidepressants, results from
meta-analyses of studies not designed for this purpose
should be treated with caution. We suggest that future
studies should look for subsets of symptoms that may
be ameliorated earlier than others and seek to dis-
cover how this is mediated. In the meantime, if these
findings are correct it is good news for many patients
with depression treated with antidepressants. But these
results are unlikely to alter clinical practice until these
additional questions are answered.
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Euthanasia in neonates
Should it be available?

Euthanasia for newborn babies with lethal and disa-
bling conditions is illegal worldwide. However, in real-
ity its acceptance and practice vary between different
countries.! In the Netherlands, about 200 000 live
births occur annually; of these, 10-20 babies—mostly
with severe congenital malformations—are thought to
be actively killed, yet between 1997 and 2004 only 22
such deaths were reported to the authorities.?

To regulate neonatal euthanasia, clinicians in the
Netherlands have argued that all cases should be
reported. In collaboration with lawyers, they have
developed and subsequently published guidance,?
which defines criteria that must be fulfilled before
euthanasia can be considered and which would sub-
sequently be examined by the statutory legal authori-
ties (see box). Doctors who follow this guidance are
not guaranteed freedom from prosecution, but to
date no paediatrician in the Netherlands has been
prosecuted.

In 2006 it was reported in the national press in the
United Kingdom that, in response to a consultation
undertaken by the Nuffield Council on Bioethics on
the ethics of prolonging life in fetuses and the new-
born, the Royal College of Obstetricians and Gynae-
cologists (RCOG) had proposed considering “active
euthanasia” in UK practice. Recurrent themes run
through any debate about neonatal euthanasia. One
is the tension seemingly felt by some clinicians as a
result of the fact that in UK law the fetus becomes a
legal entity only at the moment of birth. Because of

Box 1| Essential criteria to be considered in neonatal
euthanasia®

The diagnosis must be accurate and the prognosis hopeless

The baby’s quality of life must be poorand he or she must be
experiencing unbearable suffering despite optimal treatment

Both parents must give informed consent
Anindependent doctor must agree with the decision

Euthanasia must be carried out to an accepted medical standard

this, the RCOG can recommend that late termina-
tion of pregnancy for fetal anomaly should be pre-
ceded by feticide, but any clinician who injected a
similar severely malformed newborn baby with potas-
sium chloride moments after birth would be guilty of
murder. Another theme is the fine line between the
practices of withholding life support, actively with-
drawing life support, and intervening to deliberately
kill the baby. The first two options, when undertaken
because of apparent unbearable suffering or because
treatment is futile, are seen as acceptable practice and
are widespread; the last option is active euthanasia
and anyone undertaking such an act should expect
to be prosecuted.

The only babies for whom active euthanasia
might be considered are those destined to sur-
vive and able to support their own ventilation,
but who will have a very poor quality of life with
no prospect of improvement. This group includes
children with malformations such as some severe
forms of spina bifida and a smaller group of ex-
preterm babies, whose extensive disabilities
become apparent only after recovery from early
respiratory problems. Extrapolation of the experi-
ence in the Netherlands indicates that there would
be around 50 such cases each year in the UK.

The report of the Nuffield Council of Bioethics on
“Critical care decisions in fetal and neonatal medi-
cine,” published after widespread consultation in
November 2006, “unreservedly” rejected the pos-
sibility of neonatal euthanasia in the context of UK
practice even when life is intolerable. Why was this,
and why was it apparently received with relief by most
paediatricians in the UK?

Parents entrust their newborn babies to intensive
care services, often for many weeks—the length of
stay is typically much longer than that for adult or
paediatric intensive care. They do this because they
are confident that clinical decisions, often made in
response to unpredictable life threatening emergen-
cies, will be made in the child’s best interest and based
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on the principle that, within reason, the main objective
of care is to preserve life.

One of the reasons the UK is resistant to adopt-
ing the Dutch recommendations is that active killing
as a therapeutic option is seen as a “slippery slope”
towards its wider use, although some reject this argu-
ment.? Another reason is the fear that active killing
may have a negative impact on the psychology of
professional staff, and that parents may feel pressured
to accept the option of euthanasia so that they do not
become a burden on medical and social services.

Euthanasia can only be an option if the futility of
continued treatment is certain. While this may be
clear for some congenital malformations and genetic
conditions it is often unclear for preterm infants.
Older patients may decide themselves that their life
is intolerable and request euthanasia or assisted sui-
cide, whereas carers and family must judge the quality
of life of a baby. This decision is extremely difficult
because indicators that a very preterm baby is likely
to be severely disabled are not foolproof. Clinicians
who have led discussions that have resulted in active
withdrawal of care have to live with the probability
that they have occasionally allowed a baby to die who
would have thrived.

Health professionals are frequently challenged by
the press with deluding themselves by drawing a dis-
tinction between the withdrawal of active life support
(euthanasia by omission) and active killing of a baby.
In practice, experienced neonatologists and neona-
tal nurses feel comfortable with this distinction; they
can discuss it openly with families and help them to
understand, for example, the acceptability of infusing

opiates at a dose that controls pain and distress but

the impossibility of increasing the dose further with

the primary intention of hastening death. Neonatal
nurses have great expertise in assessing suffering in
tiny babies and in providing palliative care.

Acts by neonatologists in the UK undertaken with
the purpose of ending life seem to be rare.! Guid-
ance provided by the Royal College of Paediatrics and
Child Health’ around end of life decisions has pro-
vided a framework within which UK neonatologists
feel comfortable. We have a service that has become
progressively more transparent, with parents increas-
ingly involved in making clinical decisions.

The availability of active euthanasia as a therapeutic
option would undermine this progress and be a step
backwards. However, we must look at how to provide
for babies who might be candidates for euthanasia
elsewhere in the world—to control their pain and to
support their families. Sadly, too often, parents have
to battle for essential services that ensure the best out-
come for their disabled child, and that also make their
own lives more tolerable.

1 Cuttini M, Nadai M, Kaminski M, Hansen G, de Leeuw R, Lenoir S,
etal. End-of-life decisions in neonatal intensive care: physicians’
self reported practices in seven European countries. Lancet
2000;355:2112-8.

2 Verhagen AEE, Sauer P)J. End-of-life decisions in newborns: an
approach from the Netherlands. Paediatrics 2005;116:736-9.

3 VerhagenE, Sauer PJ). The Groningen protocol—euthanasia in
severelyillnewborns. N Engl/ Med 2005;352:959-62.

4 Nuffield Council on Bioethics. Critical care decisions in fetal and
neonatal medicine: ethical issues. London: NCB, 2006. www.
nuffieldbioethics.org/go/ourwork/neonatal/publication_406.
html.

5  Royal College of Paediatrics and Child Health. Witholding or

withdrawing life sustaining treatment in children: a framework for
practice. 2nd ed, London: RCPCH, 2004.

Health and welfare of older people in care homes
Improvements will depend more on reform of the whole system rather than on

commissioners and champions

The welfare of older people who live in care homes
has raised concern for decades in many countries.'
Scandals surface on a depressingly regular basis,
and although these enter the public consciousness,
none provokes the outcry caused by reports of abuse
of vulnerable people at the opposite end of the age
range—children.

Two recent campaigns by the charity Age Concern
England and partners focused on lack of respect for
the dignity of older people. “Hungry to be heard”
examined the problem of malnutrition in older peo-
ple in hospital,? and it called for more help for those
needing assistance with eating and drinking. But pro-
tecting patients’ meal times from interruption will
prove a difficult goal for frazzled staff in many acute
hospital units. “Behind closed doors” campaigned
for people to be able to use the toilet in private in
all care settings and argued that this was a general

marker of whether human rights and dignity were
being respected.?

Both reports bring fresh impetus to important top-
ics but deal with issues that have been around for
a discouragingly long time. The landmark study on
malnutrition in hospital was published in the B/ as
long ago as 1994, yet problems persist and solutions
remain elusive.* Of course, both illness and depend-
ency pose threats to dignity, but people of all ages
have a fundamental right to be respected. So why is
dignified respectful care for older people still lacking,
and what might restore it?

Legislation, regulation, and standard setting are
widespread in the health and care home sectors, and
more of the same seems unlikely to alter attitudes
and prejudices. There is a current vogue to appoint
champions and commissioners for older people. Such
appointments may allow a degree of self congratulation
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that something is being done for older people, but
risk simply being a way of avoiding the difficult busi-
ness of system change. Older people are the core
business of the care sector; thus, what is needed is not
just individual advocates but rather a long overdue
and major change in culture and practice to reflect the
central position of older people in systems of care.

How might this be achieved in care homes? Firstly,
we need to stop blaming individual practitioners and
care homes. Good people working in poor environ-
ments with poor systems of care will inevitably pro-
duce poor quality care, as has been shown in health
care.’ A whole systems approach is much more likely
to succeed; for example, changing infrastructure, pro-
cedures, management techniques, and staff training.”
Such an approach is beginning to reap dividends in
terms of patient safety in health care.® Frontline care
staff should not be made scapegoats; instead, their
dignity should also be assured.’ Being valued (in
financial and non-financial terms) and able to work
in a system, atmosphere, and culture that recognises
and rewards good quality, informed, thoughtful care
is much more likely to be effective than merely pro-
viding more training.’

Secondly, access to good quality medical care
should be readily available. Older people in care
often have complex medical problems, yet their care
is mostly provided by general practitioners, rather
than specialists in the medicine of old age.!' Most
older people in care are unable to initiate a referral
for a medical review. They depend utterly on care
staff to recognise that any abrupt change in their
condition—for example, a sudden loss of mobility—is
likely to be a marker of underlying illness, which
should be assessed, diagnosed, and managed. While
some general practitioners relish the challenges of
their role in care homes, others lack the skills, sup-
port, or inclination to fulfil this unsought but demand-
ing role. Primary care teams need to be supported
by secondary care specialists and should be given
time, money, incentives, and training in comprehen-
sive geriatric assessment. Such an approach would
improve the quality of care for people in institutional

care. It would also enable more elderly people to live
successfully in the community without the need for
institutional care.!?

Older people have an important part to play too.
The political impact of older people as a lobbying
force is weak in many, but not all, countries. When
older people become politically organised they are
a large and formidable force that has real power to
campaign for change, as has been shown by the
American Association of Retired Persons. Older
people need to demand that carers are paid a decent
wage and are well trained, that managers are respon-
sive to their needs, that buildings are fit for purpose,
and that vulnerable older people are not denied the
expert health care that they are entitled to. All of this
costs money, and those of us in affluent countries
need to pay more to ensure that care for older people
is of a standard that we ourselves would be happy to
receive.
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