Additional statistical considerations

In the Netherlands 8706 new cases of NSCLC were reported in 2011.(1) The estimated incidence of
stage I-1l, stage Ill and stage IV was 25%, 24% and 51%, respectively, these percentages correspond
to 2177, 2089 and 4440 patients. Of patients with initial stage I-ll disease, 55% were estimated to
progress to stage IV disease (n=1197). Of patients with initial stage Ill disease, 75% were estimated to
progress to stage IV disease (n=1567). In total, 7204 out of 8706 new cases would therefore have stage
IV NSCLC at some point in the course of the disease and would potentially be eligible for targeted

treatment.

Targetable alterations in EGFR and ALK are present in a fraction of these patients. Based on limited
data from other studies, we estimated that the prevalence of EGFR and ALK alterations was 7.5% and
2.7% in the western European population, respectively.(2,3) Therefore, 736 of 7204 patients were
expected to have an EGFR or ALK alteration. Based on clinical experience we estimated that EGFR
and ALK were tested in 44% of patients, i.e. 321 of 736 expected EGFR or ALK mutants or 4.5%
(321/7204) of all NSCLC patients that would potentially be eligible for targeted treatment.

For the protocolised approach to reach a clinically relevant effect, we postulated that the testing rate of
EGFR and ALK should be higher than 55% (i.e. 403 of 736 patients). Therefore, the detection rate of
EGFR and ALK alterations should be higher than 5.6% (i.e. 403 of 7204 patients).

These parameters were adjusted based on the prevalence of EGFR and ALK alterations (combined
n=92; 10.5%) in the total LEMA cohort. The expected number of patients with an EGFR or ALK alteration
was therefore 755 (10.5% of 7204). With the proposed 55% testing rate 415 of these 755 patients should
be identified. This corresponds to a proportion of 5.8% (415 of 7204) of the total number of patient that

would potentially be eligible for targeted treatment.
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