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Validity of analysis on Tazard ratio as a function of smoke exposure in Oriental patients: .

All Oriental subjects are used in this analysis. The curve results from a Cox regression
analysis where terms are fitted for randomized treatment, smoke exposure (2, being the
number of pack smoked per day multiplied by the numbex of years smoked) and randomized
treatment by smoke exposure interaction. Non smokers were included with zero pack year
exposure. To avoid unnecessary loss of information, smoke exposure was not split into .

- arbitrary cat_egories' but rather was fitted as a continuous variable. ' "

The model. fitted is therefore as follows

)\'D (J[ )e By X+ B2 84 Br12XS

Where Ag(t) is the baseline hazard, being the same for both treatments, x is the treatment
indicator, being 1 for Iressa, 0 for placebo and S denotes smoking exposure in'pack years. In
terms of the parameters, (; relates to treatment, B, relates to smoking exposure' and P12 relates
to treatment by smoking exposure interaction. -' o

The log hazard 'fati_o, Iressa to placebo, as a function of smo_k_é exposure is ther.efore gi';vt_:n by
Log (HR) = B + S |

An_d thp estimétéd :;,a;iancg _Of log hazard ratio is given by

_IIIV'cl_l-ian.ce Logl (HR) = Var(ﬁl) + 8% Var (B12) + 28 Cov (51,13;-;)

Hence, the pér:amc_t.é“r. éstimates and their covariance matrix can then used to plot the hazard

‘ratio, Iressa: placebo, and its 95% CI as a function of smoke exposure. Results of the analysis
‘are given below: o v : i : S
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