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suggested by lan Cope, that there is no
official definition of new psychoactive
substances. Goodair and colleagues
claim that there is no universal
definition of novel psychoactive
substances, but such a definition,
created by the Home Office Advisory
Council on the Misuse of Drugs,* was
included in the previously mentioned
report from the National Programme
on Substance Abuse Deaths (NPSAD).?
The weakness of the definition from
the Advisory Council on the Misuse of
Drugs is that it says little more than
the generally accepted definition of
legal highs—namely psychoactive
substances that are not controlled by
the Misuse of Drugs Act 1971.

We accept that deaths associated
with non-psychoactive substances
such as anabolic steroids should
be reported along with deaths
associated with substances that have
been controlled for many years, but
they should not be included in a
table headed “novel psychoactive
substances”, as shown in the NPSAD
report.?

In our letter,* we did not claim that
the Office for National Statistics
classified drugs as legal highs. Our
reference to the term legal highs
was aimed at media reports, as
exemplified by the BBC.* Furthermore,
our comments concerning the
classification of anabolic steroids
and DNP were aimed at the National
Programme on Substance Abuse
Deaths, not the Office for National
Statistics .

We declare that we have no competing interests.

*Leslie A King, David J Nutt
les@king.myzen.co.uk
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Radiotherapy for breast
cancer, the TARGIT-A trial

The TARGIT-A trial (Feb 15, p 603)!
is a good example of trying to make
data fit a pre-existing hypothesis;
there are several major deficiencies in
the analysis. Paramount among these
deficiencies is the misuse of the non-
inferiority criterion,” which requires the
upper (90%) Clto be below a predefined
value (here 2-5%). This criterion clearly
fails when the appropriate 5-year
Kaplan-Meier estimates are used, which
in fact establish a 2% superiority of
external beam radiotherapy (p=0-04)
and a Cl extending beyond 2-5%. Table 3
of the Article' uses crude rates that are
substantially diluted by patients with
short follow-up (only 611 [18%]
patients had a 5-year follow-up). The
effect is even clearer if locoregional
recurrence or all recurrence is used, as in
previous radiotherapy trials.?

Another common but well known
danger is to focus attention on
the most favourable subgroup.*®
The protocol clearly states that
the primary analysis population
includes all randomised patients.
However, the report concentrates
on the prepathology group. No
correction for multiple comparisons
or test for heterogeneity between
groups is provided, and the data
available suggest that it would not be
significant. More should be said about
all randomised patients.

Although a small increase in
recurrence with a simpler therapy
might well be acceptable in many
circumstances, the present attempt
to argue for virtually no difference by
misuse of the non-inferiority criteria,
focusing on the most favourable
subgroup and not including all events
affected by external beam radiotherapy
does not give an objective assessment
of this treatment modality.

I was chairman of the Data Monitoring Committee
for the TARGIT trial previously but have resigned.
Jack Cuzick
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The investigators from the TARGIT-A
trial' claim to have established
non-inferiority of intraoperative
radiotherapy relative to external beam
radiotherapy (EBRT) for breast cancer
in terms of 5-year local recurrence.
Assessment of local recurrence at
5 years by comparison of binomial
proportions is appropriate only if
5-year follow-up is available for
all patients, whereas only 611 of
3451 patients have reached this point.

This analysis, including the non-
inferiority test statistic, is therefore
unreliable. The most appropriate
measure of non-inferiority given
available data uses the survival analysis
of local recurrence rates. Based on the
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