Also, the adJusted tremanet effect (all pre~ speclﬂed covariates retained in the model) is shown o 3

RN 108

in the followmg with the standard error estimated by sandwich estnnator

Hazard ratlo using. the Sandw1ch

EBstimator
Population ~ |HR(95%CD) P-Value
Never smoked 0.67 (0.49,0.92)
p=0.0125
~ [Odental  |0.66(048,091)
| P=0.0110
: Oriental-never smoked ~ |0.37.(0.20, 0.66) .: | _
~ |P=0.0007 e
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The need for adjustment for important pro guostic factors in clinical trlals s stated in the o
literature. Hauck et al [2] report that failure to adjust for pro gnostic factols m the analys1s of E
randomized trials leads to a loss of efficiency as well as bias in the treatment effect being
estimated, reoonnnendmg that analyses adJust for 1mpo1tant progno stic covariates. Further,
Akawaza et al [3] report that when a trial populatron is heterogeneous with several strongly

prognostic factors, as if often the case in adva.nced cancer patrents a simple logrank test can

T yteld 1n1slead1ng results and should not be used Further, the authors note that the str atified

logratﬂc test may Suffer some power loss when many prognostle factors need to be consrdered -
and the number of patients within stratum is small To address these problems, the Cox =

regression methods are advised.
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Robustness of the subgr'dup: analysis for non smokers, Oriental patients and non smoking
Oriental patients: B iy : o

In order to check the robustness of findings in the subsets of never smokers, Oriental patienfs =
and Oriental never smokers, a resampling procedure was adopted as follows: L

‘For each subset, a given number of patients were sampled with replacement from Iressa and :
- placebo treated patients (_)_h a 2:1 basis to reflect the trial randomization. The hazard rate -
amongst the sampled patieﬁts was then calculated for Iressa and placebo and the hazard ratio _
éornputed. This procedure was repeated 1000 times. The mean and spread of the resulting -~
(log) hazard ratios was then calculated. . The results are shown in Table 1. ' a




Table 1. Results of resampling simulations in never smokers, Oriental
patients and Oriental never smokers.

: - BImER 12

Subset N° resampled HR® HR 2.5" HR 97.5"
(Iressa:placebo) percentile percentile
Oriental non 1200 0355 0.081 1283
Smokers . 4020 - 0361 0138 0.839
(N=141) 6030 . . 0361 o1n o7 |
| Pull resampling® . 0368 0208 0647
Orentels 2010 Coem 0215 2002
(N=342) 50:25 0.681 0339 1368
100:50 0.662 0.413 1.051
150:75 0.661 0.458 1.002
Full resampling 0.664 0.486 0.896
Non Smokers 20:10 0.660 0.213 2,289
(N=375) 50:25 0.670 0.340 1,260
' 100:50 0.674 0.413 1120
150:75 0.673 0.438 1.001
200:100 0.679 0.464 0.981
Full resampling- 0.681 0.496 0.930

® 1000 resamples per row.

:¥ Hazard ratio.

¢ Only 998 resamples returned a hazard ratio estimate; in two samples there were no deaths in the Iressa axm due

1o the small sample size and a hazard ratio could not be calculated.

? Full resampling with replacement.

~ The resampling results how that the findings in non smokers, Oriental and Oriental non

‘smokers are robust. Even with small sample sizes, a treatment effect in favour of Iressa

treated patients is evident. Full resampling confirms statistical significance in all three subsets.

B
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