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23 April 2004: Statistical Analysis Section of Protocol: .

A DOUBLE BLIND, PLACEBO CONTROLLED, PARALLEL .~
GROUP, MULTICENTRE, RANDOMISED, PHASE ITI SURVIVAL
STUDY COMPARING ZD1839 (IRESSA...) (250MG TABLET) PLUS
BEST SUPPORTIVE CARE VERSUS PLACEBO PLUS BEST -~
SUPPORTIVE CARE IN PATIENTS WITH ADVANCED NSCLC
WHO HAVE RECEIVED ONE OR TWO PRIOR CHEMOTHERAPY
REGIMENS AND ARE REFRACTORY OR INTOLERANTTO -
THEIR MOST RECENT REGIMEN =~ "

6.4 Method of statistical analysis -
6.4.1 Assessment of efficacy o |

The primary analysis population for survival will be the intention-to-treat, Survival will
also be assessed in the per-protocol population fo assess population sensitivity.

*The primary analysis will compare the overall survival of ZD1839 to placebo amongst

patients with adenocarcinoma. The treatment arms will be compared with a log-rank test.
stratified for the following factors: gender (male vs female), smoking history (never
smoked vs current/former smoker), reason for prior chemotherapy failure (refractory vs
intolerant), number of prior chemotherapy regimens (1 vs 2 regimens) and Performance
Status (0,1 vs 2,3). If a significant difference is found then a secondary analysis .
comparing survival amongst all patients will be conducted in the same way. In this
secondary analysis histology (adenocarcinoma vs other) would also be included as a -
factor. The significance level for the final analysis will be adjusted for the interim -
significance level. A secondary survival analysis using the proportional hazards model
will also be conducted. The same factors used in the logrank test will be included as
covariates. The hazard ratio (ZD1839: placebo) will be estimated together with its
associated adjusted 95% confidence interval and p-value. Survival will be displayed
graphically using a Kaplan-Meier plot.

The primary analysis population for the tumour response rate will be the evaluable-for
response population. This endpoint will also be analysed in the intention-to-treat and per
protocol populations to assess population sensitivity. The primary analysis population for
time to treatment failure will be the intention-to-treat population. This endpoint will also
be analysed in the per-protocol population to assess population sensitivity.

Time to treatment failure will be analysed using a proportional hazards model. The model
will aliow for the effect of treatment and will include the factors listed above as
covariates. The hazard ratio (ZD1839: placebo) wiil be estimated together with its
associated 95% contidence interval and p-value. Time to treatment failure will be
displayed graphically using a Kaplan-Meier plot. '
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Objective response will be analysed using a logistic regression model. The model will
allow for the effect of treatment and will include the factors listed above as covariates.
The odds ratio for treatment will be estimated from the model along with its associated
'95% CI. The response rate will be estimated for each treatment arm and an associated
-95% confidence interval will be calculated for each aim as well as the difference between
1'Ltes

- 6.4.2 Assessment of tolerability.

All patients who receive ZD1839/placebo will be included in the assessiment of
tolerability (evaluable for safety population). Tolerability will be assessed in terms of AE
and laboratory data/vital signs that will be collected for all patients. Af the end of the
study, appropriate summaries of laboratory data/vital signs and AEs will be produced.

6.4.3 Assessment of quality of life

The following scores will be derived from the FACT-L questionnaire:

o The physical well-being (PWB), functional well-being (FWB), social well-being
(SWB), and emotional well-being (EWB) score from the core FACT-L
~ questionnaire
o The 7-item lung cancer subscale (LCS) total score
. » .. The Trial Qutcome Index (TOI) which is the sum of the PWB, FWB, and LCS
- scores
e The overall score for the questionnaire (FACT-L)

-1f 50% or less of the subscale items are missing, the subscale score will be divided by the
number of non-missing items and multiplied by the total number of items on the subscale.
If more than 50% of the items are missing, that subscale will be treated as missing. The
reason for any missing data will be identified. If data is missing at random, the above
techniques will be used. If there is evidence that the missing data is systematw mlssmg

- values will be handled to ensure that any possible bias is mmlmlzed :
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58 52: Carroll, Kevin J '
4 updated programs and formets
ZZ._SAS_ TDSQ.SAS T05A2 SAS  TO5B.SAS TO5A1.8AS =~ - TO5D.SAS
i"""\ e
= B B l N )
formiats.sas7heat - ZI.SAS . Xlsas ZZA sas

made a few corrections and changes to the survival analysis programs - updated ones attached,

regards,
Kristine
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