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determined that it was most appropriate to use a piecewise analysis, by using the KM data directly until
week nine and extrapolating beyond this using a Weibull distribution. The company states the choice
of cut-off at week nine is because no patients have an assessment until this time, hence there is a step

change at this point because of how the data were collected.

Figure 1: Cumulative hazard against time and log cumulative hazard against log time plots
for pembrolizumab progression-free survival (reproduced from Figure 20 and
Figure 21, page 91 CS)

Cumulative Hazard plot For PFS Log Cumulative Hazard plot For PFS
2 _
o
2 e -
o o
g - g - -
o T '
5 o g oo
z " 3 9 -
E s
E 5 - 3 ¥ -
O g w -
3 -
- w
= | | | | | | | | ' | | | | | |
0 10 20 30 40 50 60 70 -1 0 1 2 3 4
Time in weeks Log(Time in weeks)

The company fitted a range of parametric distributions including exponential, Weibull, log logistic, log
normal, Gompertz and Generalised gamma to the data beyond 9 weeks. The Weibull distribution was
chosen because it performed relatively well in terms of AIC and BIC. The CS does not report any

validation by clinicians of the PFS curves. The extrapolated curves for PFS are presented in Figure 10.
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