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The SOS-KANTO study group' report
beneficial effects of compression-only
cardiopulmonary resuscitation (CPR) in
patients who have a witnessed out-of-
hospital cardiacarrest. The study group,
and Gordon Ewy in his accompanying
Comment,?> discuss several reasons
for this finding. We wish to add a
further hypothesis—that of ventricular
interaction—which might explain the
benefits of minimising interruptions in
chest compression.

The interventricular septum, which
divides the ventricles of the heart,
is a muscular structure that allows
interaction between the ventricles
such that the filling of one influences
the compliance of the other. The
non-distendable pericardium further
accentuates the degree of ventricular
interaction. Ventricular interaction
has a role in determining the haemo-
dynamic changes seen in several
disorders such as acute pulmonary
embolism, right-ventricular infarction,
and chronic heart failure.?

Within a matter of minutes of
the onset of ventricular fibrillation,
experimental  studies show rapid
right-ventricular dilatation. The inter-
ventricular septum becomes flattened
with pericardial constraint, and left-
ventricular  volume falls  slightly.**
This drop in volume has the effect
of reducing left-ventricular myocyte
stretch and the intrinsic contractile state
such that the heart would be unable
to generate an effective contraction
even if coordinated electrical activity
was restored after defibrillation.
Chest compressions decompress the
ventricles, allowing the opportunity for
defibrillation to restore a spontaneous
circulation. Even brief interruptions
in chest compression allow rapid
recurrence of ventricular dilatation.
Thus, the reduction of ventricular
interaction through uninterrupted chest
compression during cardiac arrest might
contribute to the improved outcomes
seen in SOS-KANTO study.

GDP is supported by a UK Department of Health
(National Institute for Health Research) Clinician

Scientist Award. We declare that we have no conflict
of interest.

*Gavin D Perkins,

Douglas A Chamberlain,

Michael Frenneaux
gavin.perkins@virgin.net

Warwick Medical School, University of Warwick,
Coventry CV4 7AL, UK (GDP); School of Medicine,

Cardiff University, Cardiff, UK (DAC); and University
of Birmingham, Birmingham, UK (MF)

1 SOS-KANTO study group. Cardiopulmonary
resuscitation by bystanders with chest
compression only (SOS-KANTO): an
observational study. Lancet 2007; 369: 920-26.

2 EwyGA. Cardiac arrest—guideline changes
urgently needed. Lancet 2007; 369: 882-84.

3 Williams L, Frenneaux M. Diastolic ventricular
interaction: from physiology to clinical practice.
Nat Clin Pract Cardiovasc Med 2006; 3: 368-76.

4 SteenS, Liao Q, Pierre L, Paskevicius A,
Sjoberg T. The critical importance of minimal
delay between chest compressions and
subsequent defibrillation: a haemodynamic
explanation. Resuscitation 2003; 58: 249-58.

5 Frenneaux M. Cardiopulmonary resuscitation—
some physiological considerations.
Resuscitation 2003; 58: 259-65.

Type | and type IV allergy
to insulin detemir

Agnes Sola-Gazagnes and colleagues
(Feb 24, p 637)" report on six patients
with alleged type | or type IV allergy
against insulin detemir. However,
there are some inconsistencies in the
data that in our mind invalidate the
conclusions made.

Two patients with alleged type |
reactions showed “specific IgE anti-
human insulin” antibodies that
were not characterised with regard
to insulin detemir. It is certainly
misleading to use the title "allergy
to the insulin analogue detemir”
without  showing  drug-specific
IgE antibodies. Both patients had
been on long-term human insulin
treatment, but only 1-2 days of
insulin detemir. Furthermore, both
patients reacted towards all 12 tested
insulin preparations, including other
long-acting and short-acting insulin
analogues and human insulin, after
intradermal testing.

One of the four patients with
proposed type IV reactions also
reacted to other short-acting and
long-acting insulin analogues and
to human insulin, whereas another

did not show any reaction at all on
intradermal testing. Thus, only two
of the six reported patients showed
specific reactions on intradermal
testing towards insulin detemir.

On the basis of these points, we
argue that the described reactions
cannot be defined as allergy to the
insulin analogue detemir and that the
findings are more likely to be due to
non-specific injection-site reactions.
The frequency of such is known to be
somewhat higher with long-acting
insulin analogues (insulin detemir
and insulin glargine) than with
human insulin.** However, most skin
reactions caused by insulin injections
are mild, transitory, and disappear
during continuous treatment.

NovoNordisk is currently doing
preclinical and clinical studies to
elucidate the mechanisms behind
these reactions.

We are employees of NovoNordisk, the manufacturer
of insulin detemir.
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Authors’ reply

Anders Dejgaard and colleagues’ first
point relates to the lack of demon-
stration of specific IgE against detemir
or other analogues of insulin in the
two patients with type | allergy. To
the best of our knowledge there are
no commercially available tests for
the detection of such antibodies.
Demonstration of the allergy in these
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two patients was based on clinical
grounds, in patients who presented
with urticaria at the injection site that
occurred within minutes of the insulin
injection. We agree that these patients
were allergic to other insulin prep-
arations, but also to insulin detemir,
thus we feel that the title is appropriate
with regard to this part of our letter.

With regard to the patients with type
IV allergy, again the discussion is not
only about specificity. Although this
type of allergy seems rare, the clinical
observation of nodules at the site of
injection are very specific of the detemir
analogue. Among the four patients,
three tested positive on intradermal
testing. (Thus five of six tested positive
to the analogue detemir on testing,
not two). One patient with type IV
allergy also reacted to other insulin
preparations. This patient was also
treated with the aspart analogue, which
he used to inject into the abdominal
wall, whereas the analogue detemir
was injected into the thigh. Clinical
manifestations of allergy were seen
only in the thigh, suggesting some level
of specificity despite more complex
responses to the intradermal tests.
One patient was negative on testing. It
should be noted that intradermal testing
was done at dilutions of 10 to 10?, but
not with pure insulin preparation.

Finally, Dejgaard and colleagues
refer to the summary of product
characteristics  published by the
European Medicines Agency (EMEA)
to state that “the frequency of [non-
specific injection-site reactions] s
known to be somewhat higher with
long-acting insulin  analogues...than
with human insulin”. The summary
of product characteristics they refer
to was modified for this precise point
after the first submission of our paper
to The Lancet. We acknowledged this
modification in our correspondence to
The Lancet.

Furthermore, local reactions are
more frequent with long-acting ana-
logues of insulin, but those seen with
the detemir analogue and those with
the glargine analogue are not of the
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same nature. The precise phrasing of
the summary of product characteristics
for detemir is “Injection site reactions
are seen more frequently during
treatment with Levemir [detemir]
than with human insulin.”* It does not
refer to either “long-acting analogues”
or to glargine, at least in the English
and French versions. The second EMEA
document Dejgaard and colleagues
refer to, about skin reactions and the
glargine analogue,” does not specify
that the reactions are more frequent
with the analogue glargine than with
human insulin. The precise phrasing
is “There was no significant difference
in the incidence of local or systemic
hypersensitivity reactions reported in
the clinical studies between patients
receiving insulin glargine and patients
receiving NPH insulin”, only that
“Insulin glargine provoked pain at the
injection site at a higher frequency
than NPH insulin”.
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Gerry Robinson and
exaggeration

Andrew Stein's Comment “Every
hospital needs a Gerry Robinson”
(April 7, p 1150)* was every bit
as caricatured as the television
programmes’ it reviewed. Unless
The Lancet has decided that its policy
from now on is to join the general
hounding of hospital doctors by
politicians and the media, it is
difficult to see why Stein’s highly
personal opinion should have been
given such prominence.

Robinson was not 100% right. Not
all consultant bodies are arrogant and
self-interested. And Stein’s ideas of
what happens to cancelled operating
lists might be true in his hospital,
but is not true everywhere. When
many consultants are still working for
longer hours than they are paid, why
shouldn’t they respond to requests
for more work by asking for more
colleagues? Yes, surgeons could do
an extra list at the weekend—but the
hospitals are not keen on their taking
time off in the week; the hospitals
want that time as well.

Robinson’s first act in Rotherham
was to ask why there was no operating
on Friday afternoons. The implied
reason until the last 10 min of the
third programme of the series was
that the surgeons were on the golf
course. However, in those minutes,
the hospital’s Chief Executive told
Robinson he had no money for Friday
afternoon  operating.  Robinson
then went to the Secretary of State
for Health, Patricia Hewitt, who
disingenuously said that the Trusts
were given the money; it was up to
them to apportion it.

Far from being an “essential training
package” for health-care staff, the
programmes were an object lesson
in how to choose material to suit a
predetermined message.

Exaggeration does nothing but
put people’s backs up and cause
entrenchment. What we need is
recognition of our strengths and
weaknesses, which is far more likely
than poor-quality television to bring
about the improvements that Gerry
Robinson, Andrew Stein, and just
about everybody working in the NHS or
treated by it wants.
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