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Comprehensive Support
Project

* Although NSCLC with activating EGFR mutation is generally sensitive to EGFR-TKI, such as gefitinib or
erlotinib, acquired resistance is eventually seen.
* In the prospective trials of first-line EGFR-TKI, the progression-free survival generally ranges from 9-14

months. On the other hand, the overall survival approximately 3 years, thus the prognosis of those patients

is favorable after radiological “PD".

« The clinical course after radiological (RECIST-based) “progressive disease (PD) judgment" is highly variable,

and some patients are reported to do well with continuation of TKI beyond PD, with or without local
therapy. Those reports are anecdotal, and based only on selected patients.
* There is a concern for “disease flare” after discontinuation of EGFR-TKI.

Study design and purpose

* Multicenter cooperative, prospective cohort study.

* To survey actual treatment pattern after PD judgment according to RECIST criteria as well as the clinical
course after discontinuation of the treatment in patients with EGFRm+ advanced or recurrent NSCLC who
receive first-line therapy with EGFR-tyrosine kinase inhibitor (EGFR-TKI).

Study endpoints

* Primary — Time from RECIST-based radiological PD to clinical PD, in patients who continuously
received an EGFR-TKI beyond “RECIST-PD”.
* Secondary — Proportion of patients who continued to receive EGFR-TKI beyond “RECIST- PD”, with or without

* Cli

ical PD

(disease progression)

* Disease flare

Study subjects

Advanced or post
Diagnosed as having tumor harboring EGFR mutation
+ Definition of EGFR gene mutation positive (mutation of sensitive gene)

* Inclusion
criteria

concomitant therapy.

Proportion of patients in which “disease flare” developed after
discontinuation of treatment with EGFR-TKI.

Organ at the time of judging it as RECIST-based PD

Overall duration of treatment with EGFR-TKI

Survival time after discontinuation of EGFR-TKI.

Survival time after RECIST-based PD to EGFR-TKI

Survival time after clinical PD to EGFR-TKI

Reason for discontinuation of EGFR-TKI therapy.

Overall survival.

Definition of specific terms

(We present the data in bold)

Symptomatic progression
Decline of PS due to progression

— Threat to major organ(s)

Unequivocal multi-organ progression

Death or exacerbation of disease which necessitated hospitalization and made it
impossible to go on to the next treatment, within 1month after discontinuation of
EGFR-TKI.

Exacerbation after the start of the post-therapy is excluded.

Clinical deterioration not related to the exacerbation of NSCLC, such as infection and
thrombophlebitis, is also excluded.

recurrent

II-cell lung cancer

—(A) Deletion of Exon19 (irrespective of the subtype)
—(B) Exon 21L858R
—(C) Other rare mutations (Exon 18 G791X, etc.)

* EGFR gene mutation excluded from this study:

— (A) Exon 20 insertion mutation
—(B) T790M

Treatment with EGFR-TKI (Gefitinib or Erlotinib) was started from January 1, 2009

Patient accrual status as of Mar.31/2014 Survival of each group

* Participating Institutions, which registered at least 1 patient : 31

Progression free survival

Median survival from the start of EGFR-TKI

until December 31, 2011 as the initial anti-cancer therapy

Prior with cytotoxic
criteria — Concomitant malignancy
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Clinical course of each group

TKI stopped at R-PD
concurrently
occurring withC-PD

TKI stopped at R-
PD without C-PD

TKI stopped due
to other reasons,
such astoxicity

TKI continued
beyond R-PD
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I From the start of TKI to RECIST PD.
B From the start of TKI to RECIST PD

patients

B From RECISTPD to last follow up
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35% (84/238) of the patients without clinical deterioration at R-PD
were continued on TKI . =

Time from RECIST-based radiological PD to clinical PD Group B Group C

Conclusions

fediangimefrom) * Pattern of care for the patients who got radiological PD after first-line EGFR-TKI therapy was surveyed.

Group No. of patients R-PD to C-PD (range)

Group C 84 162 (37-1479) days * About 35% of the patients without clinical deterioration at R-PD were continued on TKI. Median time to clinical deterioration (Clinical PD) or discontinuation of TKI was 162 days. About
40% of them received TKI therapy and were clinically stable for 6 months or more after radiological PD.

More than 6 months 33 patients 39.3% + “Disease flare” rate after discontinuation of EGFR-TKI appears to be lower than previously reported.

More than 1 year 16 patients 19.0% * The prognosis of the patients who received initial EGFR-TKI treatment until clinical progression (Group C) were numerically better in this population.

* Re-administration of EGFR-TKI were carried out in one third of case.
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