ELUXA 1: Phase Il global study of Bl 1482694 (HM61713) in patients with T790M-positive non-small cell lung cancer after treatment
with an epidermal growth factor receptor tyrosine kinase inhibitor
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Activating EGFR mutations occur in approximately-16% A clinical development program (the ELUXA trial program) has
been initiated to evaluate Bl 1482694 in various NSCLC

treatment settings

of NSCLC cases in Caucasian patients and approximately
30-35% in East-Asian patientsThese patients often
experience '_s,lgnlf_lcant t_um_o_r response to the. f|_rst-ge”e"5_‘tf°_” — In aPhase I/l trial (NCT01588145), Bl 1482694 at the
EGFR tyrosine kinase inhibitors (TKIs), erlotinib and gefitinib, recommended Phase Il dose of 800 mg showed
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NSCLC: objective response rate (ORR; confirmed +
unconfirmed) 62% and disease control rate 92%

— Despite good initial responses to first- and second-
generation TKIls, most EGFR mutation-positive NSCLC
patients ultimately develop progressive disease after

— ELUXA 1 is the global Phase Il trial investigating Bl 1482694
approximately 1 year of therapy

at 800 mg in patients with T790M-positive NSCLC and
— In approximately 60% of cases, resistance to first- progressive disease after initial EGFR TKI thetapy
generation TKiIs is driven by an EGFR T790M point

mutatiort”®

Bl 1482694 (HM61713; Figure 1) is an oral, EGFR
mutant-specific TKI which has shown anticancer activity in
EGFR-mutant lung cancer cell lines, including those harboring
the T790M mutation

Figure 1

Secondary structure of EGFR (T790M) complexed with the
irreversible ATP competitive drug Bl 1482694. N-terminal is shown
in blue and C-terminal in red

Inclusion criteria
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Cytologically or histologically confirmed locally advanced or
metastatic NSCLC which is not amenable to curative surgery or
radiotherapy

Radiologically confirmed disease progression following

— First-line EGFR TKI treatment without further anticancer
treatment in the intervening period before the first
administration of study drug
or

— Prior therapy with a platinum-based doublet chemotherapy
and with an EGFR TKI in any sequence. Patients may have
received additional lines of anticancer treatment
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Trial objective

To investigate the efficacy and safety of Bl 1482694 in patients with NSCLC, whose tumors harbor T790M resistance mutations

Study design

ELUXA 1: a single-arm, open-label, Phase Il trial in patients with locally advanced or metastatic NSCLC whose tumors harbor both activating EGFR mutations

and the T790M mutation, and who have progressive disease after EGFR TKI treatment, with or without additional lines of anticancer therapy

Patients with EGFR mutation-positive
NSCLC and progressive disease after
prior EGFR TKI treatment
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Tested for T790M
mutation at
central laboratory
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Centrally confirmed T790M mutation-positive tumor status from
a tumor sample taken after confirmation of disease progression
on the most recent anticancer treatment regimen

Documented EGFR mutations which are known to be related to
susceptibility to EGFR TKiIs (including G719X, exon 19 deletion,
L858R, and L861Q)

« Eastern Cooperative Oncology Group performance status of 0 or 1

« At least one lesion (excluding the brain) not previously irradiated
and not chosen for biopsy during the study screening period,
that can be accurately measured per Response Evaluation
Criteria in Solid Tumors version 1.1 (RECIST v1.1)

« Adequate hematologic, liver and pancreatic function, and
balanced electrolytes
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Patients with
T790M+ tumors
entered into trial

T790M
test result

This study was funded by Hanmi Pharmaceuticals i collaboration
with Boehringer Ingelheim

The authors were fully responsible for all content and editorial
decisions, were involved at all stages of poster development and
approved the final version

Exclusion criteria

Chemotherapy, hormonal therapy, immunotherapy, or curative
radiotherapy within 14 days prior to study start

Treatment with an EGFR TKI (including erlotinib, gefitinib, and
afatinib) within 10 days or 5-fold half-life, whichever is the longer, of
the first administration of study drug

Treatment with any investigational agents within 28 days prior to
study start

Prior treatment with drugs that target T790M-positive mutant EGFR
(e.g., AZD9291, CO-1686)

Medical writing assistance, supported financially by
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during the preparation of this poster
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« This trial was initiated in July 2015 and recruitment will take place in ten countries
— Recruitment is underway in the Republic of Korea, Malaysia, The Philippines, Spain, Taiwan and the USA

— Additional study locations will include Australia, Canada, Germany and Italy. Planned enroliment is 150 patients

« The estimated trial completion date is December 2017

Bl 1482694

800 mg
(orally, once daily)

Patients will be treated until
progression of disease

The dose of Bl 1482694 can be
adjusted based on individual tolerability

Endpoints and assessments

Primary endpoint

¢ The primary endpoint in this study is confirmed ORR, determined by
independent central review according to RECIST v1.1

Secondary endpoints

« Secondary endpoints include

— Disease control rate Tumor shrinkage
— Duration of overall response Patient-reported outcomes
Safety

Pharmacokinetics of Bl 1482694

Progression-free survival
Overall survival

Time to progression
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. Countries currently open to enrolling patients . Countries soon to begin patient enrollment

Statistical analyses

« Based on results in T790M-positive patients in a Phase |l study of afatinib and cetuximab in NSCLC patits,
response rate in the trial population was assumed to be in the region of 30%. Studies with third-generation EGFR TKls
reported ORRSs in the range 43—67942
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45 patients, the study will be stopped. Otherwise, 90 additional patients will be accrued. Assuming a 10% attrition rate,
total of 150 patients will be enrolled
— All patients receiving at least one dose of Bl 1482694 will be included in efficacy and safety analyses

« Except for the primary efficacy analysis, no formal statistical testing is planned

« A protocol amendment is currently in the process of being submitted
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