LETTER

Response to letter by Farioli
etal

Dear Sir

We thank the authors® for their interest
in our paper,” in which we compared
the malignant mesothelioma (MM) rates
among those first exposed as children
with those first exposed as adults to blue
asbestos at Wittenoom, Western Australia.
Our aim for this study was to question
whether there was additional risk in
people first exposed as children, suggested
as a possibility by Peto,® and we believe
that we have shown clearly that there was
not.

While the letter writers are concerned
about lack of age adjustment and residual
age confounding, it has been widely
accepted in the asbestos-MM literature
for many years that the incidence of
MM depends almost entirely (apart from
the level of exposure) on time since first
exposure and is largely independent of
age.* It is certainly not strictly age related
as they suggest. However, we ourselves
have found that with increased length of
follow-up there are age effects on MM inci-
dence.’ Furthermore, in the analyses for
the present paper we did estimate models
including fractional polynomial terms for
age at first exposure, which showed a
marked increase from birth to about age 6
before levelling off to a slighter but steady
increase with age at first exposure there-
after, with terms log(age) and age cubed,
and were a much better fit to the data
(P=0.0006) (table and figure available on
request). Since the aim of our paper was to
show whether there was an additional risk
of MM for children, we opted for catego-
rising age of first exposure into a binary
variable for ease of presentation.

As for presenting table 3% age adjusted,
we decided against that. However, with the
prompting of this letter, we have repeated
table 3% with direct age standardisation

for the two age groups (to the Segi World
population),® although in 10-year age
groups because of smallish numbers, and
found that the overall picture was quite
different, with lower rates in children in
only three of the five ‘time since exposure’
groups. Even with age standardisation
though, this table could still be misleading,
in that it categorises time since first
exposed into only five risk groups when
we know that the risk is increasing within
each group according to time cubed, thus
we believe the principal results remain
those in table 4.%

We omitted presenting the actual inter-
action term as it made little difference to
the exposure effect or the model fit. An
original version of table 4 included inter-
actions with both sex and age at first of
exposure but again these were left out of
the final version for ease of interpretation.

Lastly, the letter writers questioned the
quality of the diagnosis of MM in this
paper. The Western Australian Mesothe-
lioma Registry is probably the longest
running in the world, starting in 1972 and
still ongoing. From inception until today
it has had expert input from respiratory
and occupational physicians, pathologists
and epidemiologists and is linked to the
State cancer registry. All sources of infor-
mation are collated in order to make a
reliable diagnosis. We are confident that
there was little or no misclassification of
our outcome.
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