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This is a single-arm Phase 1b study with an expansion cohort in patients with Stage IV non-small cell lung
cancer (NSCLC). The study consists of 2 parts (Part A and Part B). Part A is a single-arm, open-label,
dose-escalation study to determine the recommended dose of abemaciclib in combination with
necitumumab for Part B (expansion cohort). Part B is an open-label study to evaluate the efficacy and
safety of necitumumab in combination with abemaciclib.
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2. Synopsis

Study Rationale

Necitumumab (IMC-11F8; LY 3012211; Portrazza®) is a recombinant human monoclonal
antibody (mAb) of the immunoglobulin G, subclass 1 (IgG1) that blocks the ligand-binding site
of the epidermal growth factor receptor (EGFR). EGFR is detectable in approximately 85% of
patients with advanced, metastatic non-small cell lung cancer (NSCLC). Necitumumab has
shown signals of antitumor activity in 2 Phase 1 trials when administered as monotherapy in
heavily pretreated patients including but not limited to patients with NSCLC. Portrazza has
recently been approved in the United States (US) and European Union (EU) for the treatment of
adult patients with metastatic squamous NSCLC in combination with gemcitabine and cisplatin.
The cetuximab FLEX Phase 3 trial has demonstrated a statistically significant improvement in
survival for the combination of an EGFR mAb in combination with chemotherapy in the first-
line treatment of patients with advanced metastatic NSCLC.

Abemaciclib, a selective and potent small molecule inhibitor of CDK4/6, prevents cell cycle
progression through the G1 restriction point, thus arresting tumor growth. Abemaciclib has
shown single-agent antitumor activity in a Phase 1 trial in heavily pretreated patients with
NSCLC.

Necitumumab and abemaciclib inhibit tumor progression by different, independent modes of
action (cell surface and cell nucleus, respectively), where necitumumab blocks the
ligand-binding site of the EGFR and abemaciclib blocks DNA synthesis by prohibiting cell cycle
progression from G1- to S-phase.

A xenograft tumor cell-line model has shown an add-on effect of necitumumab to abemaciclib
where the combination was more effective when compared to the activity of either drug alone.

The individual toxicity profile from clinical trials with each of the compounds (that is,
necitumumab and abemaciclib) suggests that no or only marginal overlapping toxicity is
expected. The most common Grade 3 adverse events (AEs; > 5% of patients) for single-agent
abemaciclib were leukopenia and neutropenia. For necitumumab single agent, the most frequent
AEs reported were skin reactions (in terms of rash) and hypomagnesemia.

Different mode of actions, preclinical data, and the clinical efficacy of necitumumab as well as
other EGFR mAbs and abemaciclib in NSCLC provide a rationale for the investigation of
necitumumab in combination with abemaciclib in patients with Stage IV NSCLC.

The purpose of this Phase 1b study with an expansion cohort is to explore the safety and
preliminary efficacy of necitumumab plus abemaciclib in patients with Stage [V NSCLC who
have received no more than 2 lines of chemotherapy of which at least one must be
platinum-based.
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Clinical Protocol Synopsis: Study 14X-MC-JFCU

Name of Investigational Product: Necitumumab (LY3012211) and Abemaciclib (LY2835219)

Title of Study: A Single-Arm, Multicenter, Phase 1b Study with an Expansion Cohort to Evaluate Safety and
Efficacy of Necitumumab in Combination with Abemaciclib in Treatment of Patients with Stage IV Non-Small
Cell Lung Cancer (NSCLC)

Number of Planned Patients: Phase of Development: 1b
Part A
Enrolled: 3to 18
Part B (Expansion Cohort)
Enrolled: 50

Length of Study: approximately 21 months

Planned first patient visit: 08 Sep 2015

Planned last patient visit: 19 Jun 2017

Planned interim analyses: first 15 evaluable patients in Part B portion of the study who have completed 2 cycles of
study treatment (or otherwise discontinued study treatment) will be analyzed for safety. Interim analyses for
efficacy may be performed as needed to aid in the planning of future trials. Patients with squamous and
nonsquamous NSCLC who received the recommended abemaciclib dose for Part B in Part A will be taken into
account for the interim analyses.

Objectives:

The primary objectives of the study are:

Part A: to determine the dose-limiting toxicity (DLT) of abemaciclib at doses up to 200 mg when combined with
necitumumab 800 mg, in patients with Stage [V NSCLC as measured by the number of patients with a DLT in
Cycle 1.

Part B: to evaluate the efficacy of necitumumab in combination with abemaciclib in terms of progression-free
survival (PFS) rate at 3 months in patients with Stage IV NSCLC.

The secondary objectives of the study are:
Part A:

e to investigate the safety profile as assessed by clinical and laboratory significant events of necitumumab in
combination with abemaciclib

e to determine the objective response rate (ORR)
e  to determine the pharmacokinetics (PK) of necitumumab and abemaciclib
to determine the immunogenicity of necitumumab

Part B: to demonstrate the safety, efficacy, and feasibility of necitumumab in combination with abemaciclib at the
recommended dose by:

e  determining PFS

e determining the ORR and disease control rate (DCR)
e estimating overall survival (OS)
[ )

investigating the safety profile as assessed by clinical and laboratory significant events of necitumumab in
combination with abemaciclib

determining the PK of necitumumab and abemaciclib
determining the immunogenicity of necitumumab

The exploratory objective is to further evaluate as follows:

Parts A and B: to correlate biomarkers with clinical outcomes, including, but not limited to, KRAS mutation
assessment, EGFR protein expression, and/or other biomarkers associated with the disease pathobiology, the cell
cycle, EGFR pathway, and/or the mechanism of action of the therapeutic molecules.
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Study Design: This is a single-arm, multicenter Phase 1b study with an expansion cohort to investigate
necitumumab in combination with abemaciclib in approximately 70 patients with Stage IV NSCLC (American
Joint Committee on Cancer Staging Manual, 7th edition). The study consists of 2 parts:
e Part A: Dose-escalation part with increasing doses of abemaciclib (100 mg, 150 mg, or 200 mg every
12 hours [Q12H] on Days 1 to 21) to determine a recommended dose range for abemaciclib that may be
safely administered in combination with a fixed regimen of necitumumab 800 mg Days | and 8 every
21 days in patients with Stage IV NSCLC.
e Part B (expansion cohort): Dose confirmation of abemaciclib in combination with a fixed regimen of
necitumumab 800 mg on Days 1 and 8 every 21 days and exploration of clinical antitumor activity.
Approximately 50 patients will be enrolled in Part B: approximately 25 patients with squamous histology and
approximately 25 patients with nonsquamous histology.
Patients will be treated until progressive disease, toxicity requiring cessation, protocol noncompliance, or
withdrawal of consent. Patients who are on study therapy at study completion may continue to receive study
therapy in the extension phase until they meet the discontinuation criteria. Study completion is expected to be
approximately 5 months after the last patient has been enrolled.

Diagnosis and Main Criteria for Inclusion and Exclusions:
Key inclusion/exclusion criteria at the time of enrollment
*  The patient has Stage IV NSCLC.
Part A: NSCLC Stage IV (any type)
Part B: NSCLC Stage IV (squamous and nonsquamous)
*  The patient must have progressed after platinum-based chemotherapy AND have received a maximum of
1 other prior chemotherapy for advanced and/or metastatic disease OR must be judged by the physician as
ineligible for further standard second-line chemotherapy. Prior treatment with EGFR-tyrosine kinase
inhibitor and anaplastic lymphoma kinase (ALK) inhibitors is mandatory in patients whose tumor has an
EGFR activating mutations or ALK translocations. Prior targeting agents and neoadjuvant/adjuvant
therapies are permitted with the exception of CDK4/6-targeting agents or necitumumab.
*  Measurable disease at the time of study entry as defined by Response Evaluation Criteria In Solid Tumors
version 1.1 (RECIST 1.1).
*  The patient has tumor tissue available for biomarker analyses.
*  The patient has resolution to Common Terminology Criteria for Adverse Events (CTCAE) Grade <1 of all
clinically significant toxic effects of prior chemotherapy, surgery, or radiotherapy (with the exception of

alopecia).
*  Eastern Cooperative Oncology Group performance status score of 0-1.
*  The patient has no brain metastases that are symptomatic.

Test Product, Dosage, and Mode of Administration:

e Necitumumab is a sterile, preservative-free, intravenous infusion supplied in 50-mL vials containing
16 mg/mL (800 mg/50 mL) of product, and administered at a dose of 800 mg on Days 1 and 8 of each 21-day
cycle.

e Abemaciclib is administered orally as capsules (supplied for clinical trial use in strength of 50 mg/capsule)
every 12 hours. In Part A, abemaciclib will be administered at increasing doses of 100, 150, or 200 mg Q12H
on Days 1 to 21. In Part B, abemaciclib will be administered at a fixed dose determined in Part A of the study
QI12H on Days 1 to 21.

Reference Therapy, Dose, and Mode of Administration:
Not Applicable
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Planned Duration of Treatment:

Baseline period: 21 days

Treatment period: 21 days treatment cycle.

Short-term follow-up (postdiscontinuation): 30 days

Long-term follow-up (postdiscontinuation): begins the day after short-term follow-up is completed and continues
until the patient’s death or overall study completion

Study Completion: approximately 5 months after the last patient qualified for Part B of the study has enrolled
Study Extension: Patients who are on study therapy at study completion may continue to receive study therapy in
the extension phase until they meet the discontinuation criteria.

Criteria for Evaluation:

Progression-Free Survival (PFS) is defined as the time from the date of enrollment until the date of
radiographically documented progressive disease (PD) or death due to any cause, whichever is earlier.

Overall Survival (OS) is defined as the time from the date of study enrollment to the date of death from any
cause.

Objective Response Rate (ORR) is defined as the proportion of patients achieving a best overall response of
partial response (PR) or complete response (CR).

Disease Control Rate (DCR) is defined as the proportion of patients achieving a best overall response of stable
disease (SD), PR, or CR.

Safety:

Part A: DLTs, serious adverse events (SAEs), AEs, vital sign measurements, laboratory analyses, and
electrocardiograms (ECGs)

Part B: SAEs, AEs, vital sign measurements, laboratory analyses, and ECGs

Pharmacokinetics:

Pharmacokinetics parameters, including, but not limited to, maximum concentration, area under the concentration-
time curve, and terminal half-life for abemaciclib (Part A only). Descriptive summary of exposure for abemaciclib
in Part B, as well as for necitumumab in both Part A and Part B.

Bioanalytical:

Serum concentrations of necitumumab will be measured using a validated enzyme-linked immunosorbent assay
bioanalytical method. Plasma concentrations of abemaciclib and metabolites will be measured using a validated
liquid chromatography—tandem mass spectrometry method.

Immunogenicity:

Serum for analysis of antibodies against necitumumab (immunogenicity)

Translational Research:

A tumor tissue block or tumor tissue slides will be collected to correlate biomarker results with clinical outcomes,
including, but not limited to, KR4S mutation assessment, EGFR protein expression, and/or other biomarkers
associated with the disease pathobiology and therapeutic molecules.

Blood samples (EDTA-anticoagulated plasma) will be collected for exploratory biomarker analyses.
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Statistical Methods:

Efficacy: The primary Part B outcome variable in this study will be the 3-month PFS rate, as estimated by the
Kaplan Meier method. The Part B statistical null hypothesis states that the true 3-month PFS rate is 50%, whereas
the research hypothesis states that the true 3-month PFS rate is 65%. Assuming the Part B portion of the study
continues to a full enrollment of 50 evaluable patients, the null hypothesis will be rejected at the final analysis only
if at least 60% of evaluable patients experience PFS > 3 months. If the research hypothesis is true, there is an 81%
chance of reaching full Part B enrollment and rejecting the null hypothesis. If the null hypothesis is true, then there
is a 10% chance of reaching full Part B enrollment and rejecting the null hypothesis. Therefore, the Part B portion
of this study has a one-sided alpha level of 0.10, with statistical power of 81%.

Safety: Safety analyses will be performed for all patients enrolled in the study who receive any amount of study
drug (necitumumab or abemaciclib). Numbers and rates of AEs will be reported by National Cancer Institute
CTCAE terms. Laboratory and nonlaboratory CTCAEs will be summarized by CTCAE term and maximum
CTCAE grades, including the total for maximum Grade 3 and above. These summaries will be provided for events
regardless of study drug causality, and repeated for events deemed by the investigator to be possibly related to
study medication. Adverse events will be summarized by Medical Dictionary for Regulatory Activities™) System
Organ Class (SOC), by decreasing frequency of Preferred Term within SOC. Other safety parameters will be
summarized as appropriate.

A safety interim analysis will be performed after the first 15 evaluable patients in the Part B portion of the trial
have completed 2 cycles of study treatment (or otherwise discontinued study treatment). Patients with squamous
and nonsquamous NSCLC who received the recommended abemaciclib dose for Part B in Part A will be taken into
account for the interim analyses. The safety interim analysis will be conducted to permit evaluation of safety data
by the sponsor.

Interim analyses for efficacy may be performed as needed to aid in the planning of future trials. There is no plan to
stop the study for positive efficacy. The type-1 error for final primary analysis will not be affected and hence is
not adjusted.

Immunogenicity: Incidence of anti-necitumumab antibodies will be tabulated.

Pharmacokinetics: Pharmacokinetic parameters of abemaciclib and necitumumab in Part A will be calculated
using noncompartmental analysis (NCA) methodology as applied in Phoenix WinNonlin (version as validated by
PK/pharmacodynamic standard operating procedures at the time of analysis). Summary level data for Part B will
be presented as graphics and table listings. Additional analysis of data through mixed-effects modeling through
NONMEM or similar software may be applied.

Translational research: Translational research will be performed to analyze relevant biomarkers and to correlate
them with clinical outcome.
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4. Abbreviations and Definitions

Term Definition

AE adverse event
Any untoward medical occurrence in a patient or clinical investigation subject
administered a pharmaceutical product and that does not necessarily have a causal
relationship with this treatment. An adverse event can therefore be any unfavorable and
unintended sign (including an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal (investigational) product, whether or
not related to the medicinal (investigational) product.

AJCC American Joint Committee on Cancer

ALK anaplastic lymphoma kinase

ALT alanine aminotransferase

ASCO American Society of Clinical Oncology

assent Agreement from an individual who is not legally capable of providing consent, but who
can understand the circumstances and risks involved in participating in a study

AST aspartate aminotransferase

ATE arterial thromboembolic event

AUC area under the curve

audit A systematic and independent examination of the trial-related activities and documents
to determine whether the evaluated trial-related activities were conducted, and the data
were recorded, analyzed, and accurately reported according to the protocol, applicable
standard operating procedures (SOPs), good clinical practice (GCP), and the applicable
regulatory requirement(s).

CDK cyclin dependent kinases

CNS central nervous system

collection database

companion diagnostic

complaint

compliance

continued access
period

LY3012211

A computer database where clinical trial data are entered and validated.

An in vitro diagnostic device (assay or test) that provides information that is essential
for the safe and effective use of a corresponding therapeutic product

A complaint is any written, electronic, or oral communication that alleges deficiencies
related to the identity, quality, purity, durability, reliability, safety or effectiveness, or
performance of a drug or drug delivery system.

Adherence to all the trial-related requirements, good clinical practice (GCP)
requirements, and the applicable regulatory requirements.

The period between study completion and end of trial during which patients on study
treatment who continue to experience clinical benefit and no undue risks may continue
to receive study treatment until one of the criteria for discontinuation is met.
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CR

CRF/eCRF

CRP

CrCl

CSF

CT

CTCAE

CYP

DCR

DLT

ECG

ECOG

EGFR

end of trial

enroll

enter

ERB/IRB

ESAs

FFPE

FSH

GC

LY3012211

complete response

case report form/electronic case report form

Sometimes referred to as clinical report form: A printed or electronic form for
recording study participants’ data during a clinical study, as required by the protocol.

clinical research physician

Individual responsible for the medical conduct of the study. Responsibilities of the
CRP may be performed by a physician, clinical research scientist, global safety
physician, or other medical officer.

creatinine clearance

colony-stimulating factor

computed tomography

Common Terminology Criteria for Adverse Events

cytochrome P450

disease control rate

dose-limiting toxicity

electrocardiogram

Eastern Cooperative Oncology Group

Epidermal growth factor receptor

End of trial is the date of the last visit or last scheduled procedure for the last patient.

The act of assigning a patient to a treatment. Patients who are enrolled in the trial are
those who have been assigned to a treatment

Patients entered into a trial are those who sign the informed consent form directly or
through their legally acceptable representatives

ethical review board/institutional review board

A board or committee (institutional, regional, or national) composed of medical and
nonmedical members whose responsibility is to verify that the safety, welfare, and
human rights of the patients participating in a clinical trial are protected.
erythropoiesis-stimulating agents

formaldehyde fixed-paraffin embedded

follicle-stimulating hormone

gemcitabine/cisplatin
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GC+N

GCP

ICF
ICH

IDMC

Ig

Informed consent

interim analysis

investigational
product (IP)

[hereon referred to as
study treatment]

investigator

LV.

legal representative

Lilly Safety System

LY3012211

gemcitabine/cisplatin plus necitumumab

good clinical practice

null hypothesis

alternative hypothesis

hazard ratio

Investigator’s Brochure

informed consent form

International Conference on Harmonisation

independent data monitoring committee

immunoglobulin

A process by which a patient voluntarily confirms his or her willingness to participate
in a particular trial, after having been informed of all aspects of the trial that are relevant
to the patient’s decision to participate. Informed consent is documented by means of a

written, signed, and dated informed consent form.

An interim analysis is an analysis of clinical trial data, that is conducted before the final
reporting database is created/locked.

A pharmaceutical form of an active ingredient substance or placebo being tested, or
used as a reference, in a clinical trial. Investigational product (IP) includes a product
with a marketing authorization when:

1. used or assembled (formulated or packaged) in a way different from the
authorized form,

2. used for an unauthorized indication, or

3. used to gain further information about the authorized form.
In this study, the IPs are necitumumab (LY3012211; IMC-11F8) and abemaciclib
(LY2835219).

A person responsible for the conduct of the clinical trial at a trial site. If a trial is
conducted by a team of individuals at a trial site, the investigator is the responsible
leader of the team and may be called the principal investigator.

intravenous(ly)

An individual, judicial, or other body authorized under applicable law to consent on
behalf of a prospective patient to the patient’s participation in the clinical study.

Global safety database that tracks and reports serious adverse and spontaneous events
occurring while using a drug/drug delivery system.

monoclonal antibody
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MedDRA Medical Dictionary for Regulatory Activities

MRI magnetic resonance imaging

MTD maximum tolerated dose

NCI National Cancer Institute

NSCLC non-small cell lung cancer

ORR objective response rate

0s overall survival

patient A study participant who has the disease or condition for which the investigational
product is targeted.

PC pemetrexed - cisplatin

PC+N necitumumab plus pemetrexed - cisplatin

PD progressive disease

PET positron emission tomography

PFS progression-free survival

Pl package insert

PK pharmacokinetic(s)

PR partial response

PT Preferred Term

Q12H every 12 hours

Rb retinoblastoma

RECIST Response Evaluation Criteria in Solid Tumors

reporting database A point-in-time copy of the collection database. The final reporting database is used to

produce the analyses and output reports for interim or final analyses of data.

re-screen to screen a patient who was previously declared a screen failure for the same study
SAE serious adverse event
SAP Statistical Analysis Plan
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screen

screen failure
SD

SmPC

SOC

Study completion

SUSARs

TEAE

TKI
ULN
VEGF

VTE

Page 18

The act of determining if an individual meets minimum requirements to become part of
a pool of potential candidates for participation in a clinical study. In this study,
screening involves invasive or diagnostic procedures and/or tests (for example, blood
draws). For this type of screening, informed consent for these screening procedures
and/or tests shall be obtained.

patient who does not meet one or more criteria required for participation in a trial
stable disease

Summary of Product Characteristics

System Organ Class

This study will be considered complete 5 months after the last patient in Part B of the
study has been enrolled.

suspected unexpected serious adverse reactions

treatment-emergent adverse event

Any untoward medical occurrence that either occurs or worsens at any time after
treatment baseline and that does not necessarily have to have a causal relationship with
this treatment.

tyrosine kinase inhibitor

upper limits of normal

vascular endothelial growth factor

venous thromboembolic event
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A Single-Arm Multicenter, Phase 1b Study with an Expansion
Cohort to Evaluate Safety and Efficacy of Necitumumab in
Combination with Abemaciclib in Advanced Treatment of

Patients with Stage IV Non-Small Cell Lung Cancer (NSCLC)

5. Introduction

5.1. Non-Small Cell Lung Cancer
Lung cancer is the most common cancer worldwide, with an estimated 1.6 million new cases per

year, and the leading cause of cancer-related mortality with an estimated 1.4 million cancer-
related deaths per year (Bray et al. 2012; Bunn 2012).

Non-small cell lung cancer (NSCLC) accounts for approximately 85% of all lung cancers.
Patients with localized disease have a 5-year survival rate of approximately 55%; however,
5-year survival drops significantly for patients with regional (26.1%) or distant (3.9%) disease at
diagnosis (Howlader et al. 2013).

Current standard first-line chemotherapy for patients with advanced or metastatic NSCLC and a
good performance status consists of a platinum-based doublet, using either cisplatin or
carboplatin in combination with pemetrexed (only for nonsquamous NSCLC), taxanes,
vinorelbine, or gemcitabine. The combination of a platinum-doublet with the anti-vascular
endothelial growth factor (VEGF) antibody bevacizumab is a treatment option for nonsquamous
patients only. Induction chemotherapy maybe followed by maintenance therapy, administered
either as switch- or continuation maintenance. Second-line treatment options after failure of
first-line chemotherapy with or without maintenance treatment consists of monotherapy with
either docetaxel, erlotinib, or pemetrexed depending on type of prior treatment. Lately, an anti-
vascular endothelial growth factor receptor 2 (VEGFR2) antibody, ramucirumab, in combination
with docetaxel was approved in the US and EU for the second-line treatment of metastatic
NSCLC, including squamous and nonsquamous histologies (Cyramza Summary of Product
Characteristics [SmPC]/US package insert [USPI]). Recently, monoclonal antibodies (mAbs)
directed against programmed death-1 (PD-1) T-cell co-receptor, nivolumab and pembrolizumab,
have been approved in the US for the treatment of patients with metastatic NSCLC with
progression on or after platinum-based chemotherapy, whereby pembrolizumab was approved
for the treatment of those NSCLC patients whose tumors express PD-L1 as determined by an
FDA-approved test (Opdivo USPI, Keytruda USPI). In the EU nivolumab is available for the
treatment of adult patients with locally advanced or metastatic NSCLC after prior chemotherapy
(Opdivo SmPC). For patients with tumors harboring epidermal growth factor receptor (EGFR)-
tyrosine kinase inhibitor (TKI)-activating mutations, monotherapy with an EGFR TKI is used
upfront, followed by osimertinib (Tagrisso PI) in patients with EGFR T790M mutation-positive
cancer or a platinum-based doublet as second-line, or as second- or third-line treatment if not
used previously. For patients with anaplastic lymphoma kinase (ALK)-gene arrangement,
treatment should include monotherapy with an ALK inhibitor (Heigener et al. 2014).
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Despite the advancement of systemic treatments for patients with advanced or metastatic
NSCLC, the available therapeutic options remain limited and the prognosis of the patients is
poor, resulting in a continued medical need for new treatment options.

5.2. Necitumumab

Necitumumab (LY3012211) is a recombinant human mAb of the immunoglobulin (Ig) G; class,
which targets EGFR. Necitumumab demonstrates a high affinity to its target and blocks ligand-
induced receptor phosphorylation and downstream signaling. In vitro studies further
demonstrate that necitumumab inhibits EGFR-dependent tumor cell proliferation, and can exert
cytotoxic effect in tumor cells through antibody-dependent cell cytotoxicity.

EGEFR is expressed in a variety of tumors, including colorectal, head and neck, breast, and
NSCLC (Salomon et al 1995). In patients with advanced and metastatic NSCLC, EGFR 1is
detectable in approximately 85% to 90% of patients (Fontanini et al 1995; Pirker et al 2009).
Pharmacologic inhibition of EGFR signaling through competitive inhibition of ligand binding
has been shown to play a role in the treatment of several cancers, leading to registration of
necitumumab in squamous NSCLC and 2 other anti-EGFR mAbs in a number of other
indications (Necitumumab/Portrazza SmPC, Cetuximab/Erbitux SmPC, Panitumumab/Vectibix
SmPC). Moreover, another randomized Phase 3 trial, conducted with cetuximab, showed
evidence that the addition of an EGFR mAb to a platinum-based doublet can significantly
increase survival in patients with advanced NSCLC (Pirker et al. 2009).

The necitumumab Phase 1 program included 2 single-agent dose-escalation Phase 1 trials in
Western (I14X-IE-JFCE [JFCE]) and Japanese (14X-1E-JFCA [JFCA]) patients with advanced
solid tumors or for whom no standard therapy was available.

Study JFCE included 60 patients and investigated necitumumab intravenous (I.V.) once a week
(Arm A, n=29) or once every 2 weeks (Arm B, n=31) at sequential absolute dose levels from
100 mg to 1000 mg. No dose-limiting toxicities (DLTs) were observed in Arm A, which
included 9 patients treated at 1000 mg. Grade 3 headache was the major DLT, occurring in 2 of
9 patients in the 1000-mg dose cohort of Arm B. Because of the timely relationship to the first
dose of necitumumab, these were considered to be dose-related and the dose level of 800 mg was
defined as the maximum tolerated dose (MTD) for both schedules. Grade >3 adverse events
(AEs) considered at least possibly related to necitumumab affected 10.3% (n = 3) of patients in
Arm A and 22.6% (n = 7) of patients in Arm B. Overall, the most common related Grade >3
AEs were fatigue (4 patients; 2 patients each in Arm A and Arm B); headache (2 patients in Arm
B), and acne (2 patients, 1 patient each in Arm A and Arm B); others included anemia, diarrhea,
nausea, vomiting, hypokalemia, and decreased blood magnesium (1 patient each, all in Arm B).
No Grade 5 necitumumab-related AEs were observed in this study.

In Study JFCA, 15 patients were enrolled and treated (Cohort 1: 600 mg necitumumab on Days 1
and 8 of a 3-week cycle, n = 3; Cohort 2: 800 mg every 2 weeks, n = 6; and Cohort 3: 800 mg on
Days 1 and 8 of a 3-week cycle, n = 6). No DLTs were observed in this study during the first 6-
week cycle for any cohort. The most common treatment-emergent AEs (TEAEs) regardless of
grade or relationship to study therapy were headache (n = 11; 73.3%), dry skin (n = 10; 66.7%),
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pruritus (n = 9; 60.0%), and rash (n = 8; 53.3%). One patient in Cohort 2 experienced 2 related
Grade 3 TEAEs of dry skin and rash; all other related events observed in the study were Grade
<2.

Signals of antitumor activity of necitumumab monotherapy were observed in both studies with
heavily pretreated patients. For Study JFCE, in total 2 partial response (PR) and 16 stable
disease (SD; 1 PR, 8 SD for each treatment arm) were observed (disease control rate [DCR]
Arm A 31%, Arm B 29%). For Study JFCA, SD was seen within all cohorts in a total of

10 patients (DCR 66.7%), including 1 patient with squamous NSCLC and 1 patient with
nonsquamous NCLC.

Based on both Phase 1 trials, the recommended necitumumab dosing schedule is 800 mg once
every week, once every 2 weeks, or on Days 1 and 8 of a 3-week cycle.

The pivotal, randomized Phase 3 trial SQUIRE (I4X-IE-JFCC) compared gemcitabine/cisplatin
plus necitumumab (GC+N) versus gemcitabine/cisplatin (GC) as first-line therapy in 1093
patients with Stage IV squamous NSCLC (Thatcher et al. 2015). The study met its primary
objective, demonstrating a statistically significant improvement in overall survival (OS) in the
GC+N Arm compared with the GC Arm (hazard ratio [HR] = 0.84; p=0.012). This was
supported by a statistically significant improvement in progression-free survival (PFS;

HR = 0.85; p=0.02). Several prespecified subgroup analyses for OS and PFS showed a
consistent treatment effect in favor of GC+N. Post-progression anticancer therapy was similar
(47% vs. 45%). The safety data obtained in SQUIRE overall were consistent with the safety
profile expected for an anti-EGFR mAb, with skin reactions (any grade: 79% vs. 12%, including
Grade >3: 8.2% vs. 0.6%) and hypomagnesemia (any grade: 31% vs. 16%, including

Grade >39.3% vs. 1.1%) being the most frequently reported events (pooled terms) occurring at
higher rates for patients receiving necitumumab. The Grade 23 TEAEs with highest incidence
for which incidence was higher in the necitumumab arm than in the control arm were
hypomagnesemia (8.7% vs. 1.1%), rash (3.7% vs. 0.2%), pulmonary embolism (3.5% vs. 1.8%),
hypokalemia (3.0% vs. 1.5%), and vomiting (2.8% vs. 0.9%).

In another randomized Phase 3 trial, INSPIRE (14X-1E-JFCB [JFCB]), 947 patients were
planned to be randomly assigned to necitumumab plus pemetrexed - cisplatin (PC+N) versus
pemetrexed - cisplatin (PC) as first-line therapy for Stage IV nonsquamous NSCLC (Paz-Ares et
al. 2013). Enrollment was halted, following an independent data monitoring committee (IDMC)
recommendation, after 633 patients because of safety concerns related to thromboembolism as
well as the overall number of deaths from all causes that were unbalanced against the
experimental group; the trial continued for patients that had been enrolled. Based on the final
analysis, PC+N did not improve the efficacy outcome over PC alone in advanced nonsquamous
NSCLC (OS HR 1.01, p=0.96; PFS HR 0.96, p=0.66). The addition of necitumumab resulted in
a higher frequency of Grade >3 TEAEs. Grade >3 TEAEs occurring more frequently in the
necitumumab arm included skin or subcutancous disorders (14.1 vs. 0.3%), thromboembolic
events (9.5 vs. 6.4%), hypomagnesaemia (7.6 vs. 2.2%), asthenia (6.9 vs. 1.9%), vomiting (6.6
vs. 3.2%), dyspnea (5.3 vs. 2.6%), and diarrhea (4.3 vs. 2.2%). The frequency of study drug
related deaths was 4.9% and 2.9% for PC+N and PC, respectively.
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Based on these data, the combination of necitumumab plus pemetrexed-cisplatin is not being
considered for further development. Of note, no safety signal with regard to thromboembolic or
potential thromboembolic events, including fatal events, has been identified for necitumumab in
completed clinical trials when administered as monotherapy or in combination with mFOLFOX6
chemotherapy.

The randomized Phase 2 trial, [4X-MC-JFCL (JFCL), compared paclitaxel-carboplatin plus
necitumumab versus paclitaxel-carboplatin in the first-line treatment of patients with Stage IV
squamous NSCLC. The overall efficacy and safety results were generally consistent with those
of SQUIRE. Study I4X-JE-JFCM is a Phase 1b/2 study in Japanese patients with Stage IV
squamous NSCLC that compares necitumumab plus gemcitabine-cisplatin versus gemcitabine-
cisplatin alone. The trial is monitored by an IDMC and continues as planned.

For more details regarding the necitumumab development program, reference is made to the
Investigator Brochure (IB).

5.3. Abemaciclib

During the cell cycle, the G1 restriction point controls entry into S phase and is essential for
regulation of cell division (Sherr 1996; Ortega et al. 2002). The CDK4/6 — cyclin D1 complex
regulates the G1 restriction point through phosphorylation and inactivation of the retinoblastoma
(Rb) tumor suppressor protein. Except for tumors with functional loss of Rb, which functions
downstream of the CDK4/6 — cyclin D1 complex, most cancers are potentially sensitive to
pharmacologic inhibition of CDK4/6.

Abemaciclib (LY2835219) represents a selective small molecule inhibitor of CDK4/6. It
demonstrates antitumor activity in multiple mouse models of human cancer, physical and
pharmacokinetic (PK) properties suitable for drug development, and an acceptable toxicity
profile in nonclinical species. This compound inhibits tumor growth in multiple human
xenograft models including, but not limited to, the following tumor types: 1) colorectal cancer,
2) glioblastoma multiforme, 3) acute myeloid leukemia, 4) NSCLC, and 5) mantle cell
lymphoma. Recent studies with abemaciclib in murine models bearing human xenografts
provide support for the relationship for lung adenocarcinomas in xenograft models, which all
express an activated KRAS oncogene. Models that expressed an activated KRAS oncogene were
observed to be the most sensitive to growth inhibition. Models that expressed a wild-type KRAS
gene were observed to be among the least sensitive of the lung adenocarcinoma models to
growth inhibition by abemaciclib.

In a Phase 1 study (I3Y-MC-JPBA [JPBA]), 57 patients with advanced NSCLC who progressed
or relapsed after standard treatments were treated with abemaciclib at doses between 50 mg and
225 mg every 24 hours, or at doses between 75 and 275 mg every 12 hours (Q12H) (Goldman et
al. 2014). The patients enrolled received a median of 4 prior regimens, and the MTD was
established at 200 mg Q12H. The most common Grade 3 AEs (greater than 5% incidence) were
leukopenia (14%) and neutropenia (9%). No patients in the lung cancer cohort experienced
Grade 4 AEs. Less than 2% of patients discontinued due to AEs in this study cohort. Disease
control rate (complete response [CR], PR, or SD) was 49 % for patients on abemaciclib,
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including 2 PR and 26 patients with SD. Six patients had squamous cell NSCLC. The response
assessment for these 6 patients was 1 PR, 2 SD, 1 PD, and 2 were inevaluable.

Study I3Y-MC-JPBJ (JPBJ) is an ongoing Phase 1b study in patients with previously treated
NSCLC Stage IV. Patients are divided into 4 treatment arms based on prior therapy or histology
and receive abemaciclib in combination with either pemetrexed, gemcitabine, ramucirumab, or
PI3K/mTOR dual inhibitor. The primary objective of this study is to evaluate the safety and
tolerability of abemaciclib combinations.

5.4. Study Rationale

The purpose of this study is to explore the efficacy and safety of necitumumab plus abemaciclib
in patients with Stage IV NSCLC who have received no more than 2 lines of chemotherapy of
which at least one must be platinum-based.

Necitumumab (LY3012211) is a recombinant human mAb of IgG; class, which targets EGFR.
Necitumumab demonstrates a high affinity to its target and blocks ligand-induced receptor
phosphorylation and downstream signaling. EGFR is detectable in approximately 85% to 90%
of patients with NSCLC (Fontanini et al 1995; Pirker et al 2009). Pharmacologic inhibition of
EGEFR signaling through competitive inhibition of ligand binding has been shown to play a role
in the treatment of several cancers, and EGFR mAbs are approved in various tumor indications
(Erbitux PI/SmPC, Vectibix PI/SmPC). Portrazza has recently been approved in the United
States (US) and European Union (EU) for the treatment of adult patients with metastatic
squamous NSCLC in combination with gemcitabine and cisplatin (Portrazza USPI and SmPC).
The necitumumab SQUIRE trial showed statistically significant improvements in OS and PFS,
with an overall favorable benefit-risk profile. In addition, a recent meta-analysis investigating
the addition of an EGFR mAb to platinum-based first-line therapy demonstrated a significantly
improved OS and PFS in patients with advanced NSCLC (Pujol et al. 2014).

Abemaciclib, a selective and potent small molecule inhibitor of CDK4/6, prevents cell cycle
progression through the G1 restriction point, thus arresting tumor growth. The data in NSCLC
studies (JPBA and JPBJ) show activity for abemaciclib in both KRAS mutant and KRAS
wild-type tumors. Some of the longest survivors on abemaciclib have been patients with
squamous histology and KRAS wild-type tumors. Preliminary data suggest that more KRAS
mutant patients have responded; however, the numbers are small and do not in any way preclude
treatment of KRAS wild-type patients, especially in this setting (combination with necitumumab).

Necitumumab and abemaciclib inhibit tumor progression by different, independent modes of
action (cell surface and cell nucleus), where necitumumab blocks the ligand-binding site of the
EGFR and abemaciclib blocks DNA synthesis by prohibiting cell cycle progression from G1- to
S-phase. Both agents have shown activity signals when administered as monotherapy in heavily
pretreated patients, including patients with NSCLC. In a 549 xenograft model of NSCLC, the
addition of necitumumab to abemaciclib improved the antitumor efficacy compared to either
monotherapy (Eli Lilly, data on file).
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The individual toxicity profile from clinical trials with each of the compounds (that is,
necitumumab and abemaciclib) suggests that no or only marginal overlapping toxicity is
expected. The most common Grade >3 AEs (>5% of patients) for single-agent abemaciclib were
leukopenia and neutropenia. For necitumumab single agent, the most frequent AEs reported
were skin reactions in terms of rash and hypomagnesemia.

More information about the known and expected benefits, risks, and reasonably anticipated AEs
of necitumumab and abemaciclib may be found in the IBs and Portrazza SmPC. Information on
AEs expected to be related to the study drugs may be found in Section 7 (Development Core
Safety Information) of the IB. Information on serious adverse events (SAEs) expected in the
study population independent of drug exposure and that will be assessed by the sponsor in
aggregate, periodically during the course of the study, may be found in Section 6 (Effects in
Humans) of the IB.
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6. Objectives

6.1. Primary Objective
This study is divided into 2 parts:

Part A: to determine the dose-limiting toxicity (DLT) of abemaciclib at doses up to 200 mg
when combined with necitumumab 800 mg, in patients with Stage IV NSCLC as measured by
the number of patients with a DLT in Cycle 1

Part B: to evaluate the efficacy of necitumumab in combination with abemaciclib in terms of
PFS rate at 3 months in patients with Stage IV NSCLC

6.2. Secondary Objectives

The secondary objectives of the study are as follows:

Part A:
e to investigate the safety profile as assessed by clinical and laboratory significant events of
necitumumab in combination with abemaciclib
e to determine the objective response rate (ORR)
e to determine pharmacokinetics (PK) of necitumumab and abemaciclib
e to determine the immunogenicity of necitumumab

Part B:
To demonstrate the safety, efficacy, and feasibility of necitumumab in combination with
abemaciclib at the recommended dose by
e determining PFS
determining ORR and disease control rate (DCR)
estimating OS
investigating the safety profile as assessed by clinical and laboratory significant events
determining PK of necitumumab and abemaciclib
determining the immunogenicity of necitumumab

6.3. Exploratory Objectives
¢ to correlate biomarkers with clinical outcomes, including, but not limited to KRAS
mutation assessment, EGFR protein expression, and/or other biomarkers associated with
the disease pathobiology, the cell cycle, EGFR pathway, and/or the mechanism of action
of the therapeutic molecules.
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7. Study Population

Individuals who do not meet the criteria for participation in this study (screen failure) may be
re-screened. Individuals may be re-screened once. At the time of re-screening, the individual
must sign a new informed consent form (ICF) and will be assigned a new identification number.

Central laboratory testing is required for assessment of eligibility. Note that repeating laboratory
tests during the screening period does not constitute rescreening. Laboratory tests may not be
repeated more than once in order to meet eligibility.

Prospective approval of protocol deviations to recruitment and enrollment criteria (also known as
protocol waivers or exemptions) is not permitted.

7.1. Inclusion Criteria
Patients are eligible to be included in the study only if they meet all of the following criteria:

[1] Histologically or cytologically confirmed NSCLC
e Part A: NSCLC Stage IV (any type)
e Part B: NSCLC Stage IV (squamous and nonsquamous)

[2] Stage IV disease at the time of study entry (American Joint Committee on Cancer
[AJCC] Staging Manual, 7th Edition [Edge et al. 2009])

[3] Measurable disease at the time of study entry as defined by Response Evaluation
Criteria in Solid Tumors Version 1.1 (RECIST 1.1) (Eisenhauer et al. 2009)

[4] The patient must have progressed after platinum-based chemotherapy AND have
received a maximum of 1 other prior chemotherapy for advanced and/or
metastatic disease OR must be judged by the physician as ineligible for further
standard second-line chemotherapy. Prior treatment with EGFR-TKI and ALK
inhibitors is mandatory in patients whose tumor has EGFR-activating mutations
or ALK translocations. Prior targeting agents and neoadjuvant/adjuvant therapies
are permitted with the exception of CDK4/6-targeting agents or necitumumab.

[5] The patient has tumor tissue available for biomarker analyses. The sample can be
either 12 serially paraffin-embedded unstained tissue slides or a
paraffin-embedded tissue block (see Section 10.3.2.2 for further details).

[6] The patient has given written informed consent prior to any study specific
procedures. Written consent may also be provided by a legal representative.

[7] The patient is 18 years or older if required by local law or regulations.

[8] The patient has resolution to Grade <1 by the National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI-CTCAE), Version 4.0, of all
clinically significant toxic effects of prior chemotherapy, surgery, or radiotherapy
(with the exception of alopecia).

[9] The patient has an Eastern Cooperative Oncology Group performance status score
of 0-1 (see Attachment 4).
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[10] Have the following laboratory values:

[11]

[12]

e hematologic: absolute neutrophil count >1.5 x 10°/L, platelets
>100 x 10°/L, and hemoglobin >9 g/dL. Transfusion of blood products
(including platelets or red blood cells) or administration of colony
stimulating factors (including G-CSF, GM-CSF, or recombinant
erythropoietin) within 4 weeks prior to Cycle 1 Day 1 are not allowed.

e serum albumin >25 g/L

e hepatic: bilirubin <1.5 times the upper limit of normal (ULN), alkaline
phosphatase (ALP), alanine aminotransferase (ALT), and aspartate
transaminase (AST) <3.0 times ULN. For patients with hepatic metastases,
ALT and AST equaling <5.0 times ULN are acceptable.

e renal: serum creatinine <1.2 times ULN or calculated creatinine clearance
>50 mL/min (per the Cockcroft-Gault formula as defined in Attachment 5)
for patients with creatinine >1.2 times ULN.

Men who are sterile (including vasectomy confirmed by post-vasectomy semen
analysis) or who agree to use a reliable method of birth control and to not donate
sperm during the study (and for at least 12 weeks following the last dose of
necitumumab and abemaciclib or country requirements, whichever is longer) OR

Women who are either: (a) not of child-bearing potential due to surgical
sterilization (at least 6 weeks following surgical bilateral oophorectomy with or
without hysterectomy or tubal ligation) confirmed by medical history or
menopause®; or (b) of child-bearing potential who have a negative serum
pregnancy test within 14 days prior to study enrollment and agree to use a highly
effective method of birth controlf during the study and for 6 months after the last
dose of study drug(s) (oral hormonal contraception alone is not considered highly
effective and must be used in combination with a barrier method).

* A “menopausal woman” is a woman meeting either of the following criteria:

1. spontaneous amenorrhea for at least 12 months, not induced by a medical
condition such as anorexia nervosa and not taking medications during the
amenorrhea that induced the amenorrhea (for example, oral contraceptives,
hormones, gonadotropin releasing hormone, antiestrogens, selective
estrogen receptor modulators, or chemotherapy)

2. spontaneous amenorrhea for 6 to 12 months and a follicle-stimulating
hormone (FSH) level >40 mIU/mL
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1 A highly effective method of birth control is defined as one that results in a low
failure rate (that is, <1% per year) when used consistently and correctly, such as
implants, injectables, combined oral contraceptives, some intrauterine
contraceptive devices (IUDs), sexual abstinence, or a vasectomized partner. For
patients using a hormonal contraceptive method, information regarding the
product under evaluation and its potential effect on the contraceptive should be
addressed.

[13] Are able to swallow oral medications.

[14] Have an estimated life expectancy of at least 12 weeks.

7.2. Exclusion Criteria
Patients will be excluded from the study if they meet any of the following criteria:

[15] The patient is currently enrolled in a clinical trial involving an investigational
product (IP; hereon referred to as study treatment) or non-approved use of a drug
or device (other than the study treatment used in this study), or concurrently
enrolled in any other type of medical research judged not to be scientifically or
medically compatible with this study. Prior treatment with CDK4/6-targeting
agents or necitumumab is not permitted.

[16] The patient has undergone major surgery or received any investigational therapy
in the 30-days prior to study enrollment.

[17] The patient has undergone chest irradiation within 4 weeks prior to receiving
study treatment (except focal palliative irradiation, which is allowed up to
2 weeks prior to receiving study treatment).

[18] The patient has brain metastases that are symptomatic. (Patients who have
completed radiotherapy for brain metastases at least 2 weeks prior to receiving
study treatment, who are now non symptomatic or on stable dose of steroids or
anticonvulsants during the 2 weeks prior to receiving study treatment, are
eligible). Patients with asymptomatic brain metastases without need for treatment
with steroids and who have not been treated with radiotherapy are eligible. This
exception does not include carcinomatous meningitis which is excluded
regardless of clinical stability.

[19] History of arterial or venous thromboembolism within 3 months prior to study
enrollment. Patients with a history of venous thromboembolism beyond 3 months
prior to study enrollment can be enrolled if they are appropriately treated with low
molecular weight heparin.

[20] History or evidence of current clinically relevant coronary artery disease
> Grade III by the Canadian Cardiovascular Society Angina Grading Scale or
uncontrolled congestive heart failure of current > Class III as defined by the New
York Heart Association.

[21] The patient has experienced myocardial infarction within 6 months prior to study
enrollment.
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[22] The patient has active infection requiring systemic therapy, including active
tuberculosis or known history of infection with the human immunodeficiency
virus (HIV 1/2 antibodies), or hepatitis B (e.g., HBsAg reactive) and/or C virus
(e.g., HCV RNA qualitative is detected).

[23] The patient has a history of significant neurological or psychiatric disorders,
including dementia, seizures, or bipolar disorder, potentially precluding protocol
compliance.

[24] The patient has a personal history of any of the following conditions: presyncope
or syncope of either unexplained or cardiovascular etiology, ventricular
arrhythmia (including but not limited to ventricular tachycardia and ventricular
fibrillation), or sudden cardiac arrest.

[25] The patient has any other serious uncontrolled medical disorders or psychological
conditions that would, in the opinion of the investigator, limit the patient’s ability
to complete the study or sign an informed consent document.

[26] The patient has a known allergy/history of hypersensitivity reaction to any of the
treatment components, including any ingredient used in the formulation of
necitumumab or abemaciclib, or any other contraindication to one of the
administered treatments.

[27] The patient is pregnant or breastfeeding.

[28] The patient has a known history of drug abuse, that in the opinion of the
investigator, may have an impact on the safety of the patient and/or limit the
patient’s ability to complete the study or adhere to any protocol procedure.

[29] The patient has a concurrent active malignancy. Previous history of malignancy
is permitted, provided that the patient has been free of disease for >3 years, with
the exception of adequately treated basal or squamous cell carcinoma of the skin,
preinvasive carcinoma of the cervix, or any cancers that in the judgment of the
investigator and sponsor may not affect the interpretation of results (for example,
prostate, bladder).

[30] The patient is receiving concurrent treatment with other anticancer therapy,
including other chemotherapy, immunotherapy, hormonal therapy, chemo-
embolization, targeted therapy, or an investigational agent.

[31] History of interstitial lung disease or an active non-infectious pneumonitis

[32] Recent (within 30 days before enrollment) or concurrent yellow fever vaccination

7.2.1. Rationale for Exclusion of Certain Study Candidates

Exclusion Criterion [15] eliminates drugs that cannot be mapped to a standard drug dictionary, or
for which little data are known to analyze the potential relationship of AEs or drug interactions.
Exclusion Criteria [15] through [25] and [27] through [32] ensure that previous or currently
required treatments or conditions do not complicate on-study treatment and/or analysis of data.
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Exclusion Criterion [26] excludes patients who may be at elevated risk of toxicity based on the
known safety profile of necitumumab and abemaciclib.

7.3. Discontinuation

The reason for discontinuation and the date of discontinuation will be collected for all patients.
All enrolled patients who discontinue, regardless of whether or not they received study
treatment, will have procedures performed as shown in the Study Schedule (Attachment 1).

Patients who are discontinued from study treatment early will have follow-up procedures
performed as shown in the Study Schedule (Attachment 1).

If a patient withdraws informed consent, he or she must not be contacted unless he or she has
explicitly provided permission and consent. Lilly may continue to use previously collected
medical research data prior to the withdrawal consistent with the original authorization.

7.3.1. Discontinuation of Inadvertently Enrolled Patients

The criteria for enrollment must be followed explicitly. If the investigator site identifies a patient
who did not meet enrollment criteria and who was inadvertently enrolled, the sponsor must be
notified. If the sponsor identifies a patient who did not meet enrollment criteria and who was
inadvertently enrolled, the investigator site will be notified. A discussion must occur between
the sponsor clinical research physician (CRP) and the investigator to determine whether the
patient may continue in the study, with or without study drug. Inadvertently enrolled patients
may be maintained in the study and on study treatment when the Lilly CRP agrees with the
investigator that it is medically appropriate for that patient. The patient may not continue in the
study with or without study drug if the Lilly CRP does not agree with the investigator’s
determination it is medically appropriate for the patient to continue. The investigator must
obtain documented approval from the Lilly CRP to allow the inadvertently enrolled patient to
continue in the study with or without study drug.

7.3.2. Discontinuation From Study Therapy

Patients will be discontinued from the study treatment in the following circumstances;

¢ Enrollment in any other clinical trial involving a study drug or enrollment in any other
type of medical research judged not to be scientifically or medically compatible with this
study.

e The patient, for any reason, requires treatment with another therapeutic agent that has
been demonstrated to be effective for treatment of the study indication; discontinuation
from study therapy occurs prior to introduction of the new agent.

e Investigator/Physician Decision

o The investigator/physician decides that the patient should be withdrawn from the
study.
o If the patient has progressive disease (PD).
e Patient Decision
o The patient or patient’s designee (for example, parents or legal guardian) requests
to be withdrawn from the study or study treatment.
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e Sponsor Decision

o The sponsor stops the study or stops the patient’s participation in the study for
medical, safety, regulatory, or other reasons consistent with applicable laws,
regulations, and good clinical practices (GCP).

o The patient is significantly noncompliant with study procedures and/or treatment.

o An unacceptable AE/toxicity (for example, a persistent moderate toxicity that is
intolerable to the patient).

o A Grade 3 to 4 infusion-related reaction.

7.3.3. Discontinuation from the Study
Patients will be discontinued from the study in the following circumstances:

e The investigator decides that the patient should be discontinued from the study.
e The patient or the patient’s designee requests that the patient be discontinued from the
study.

Patients who are discontinued from study participation will not be followed for PD or survival.

7.3.4. Patients who are Lost to Follow-Up

Site personnel, or an independent third party, will attempt to collect the vital status (that is, alive
or dead) for all patients who are lost to follow-up, including patients who do not receive study
treatment within legal and ethical boundaries. Site personnel, or an independent third party, may
search public sources for vital status information. If the patient's vital status is determined, the
vital status will be documented and the patient will not be considered lost to follow-up.

Lilly personnel will not be involved in any attempts to collect vital status information.

7.3.5. Discontinuation of Study Sites
Study site participation may be discontinued if Lilly, the investigator, or the ethical review board
(ERB) of the study site judges discontinuation of study site participation necessary for medical,

safety, regulatory, ethical, or other reasons consistent with applicable laws, regulations, and
GCP.

7.3.6. Discontinuation of the Study
The study will be discontinued if Lilly judges discontinuation of the study necessary for medical,

safety, regulatory, ethical, or other reasons consistent with applicable laws, regulations, and
GCP.
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8. Investigational Plan

8.1. Summary of Study Design

Study [4X-MC-JFCU is a single-arm, multicenter, Phase 1b study with an expansion cohort to
investigate necitumumab in combination with abemaciclib in approximately 70 patients with
Stage IV NSCLC (AJCC Staging Manual, 7th edition).

The study consists of 2 parts:

e Part A: Dose-escalation part with increasing doses of abemaciclib (100, 150 or 200 mg
Q12H on Days 1 to 21) to determine a recommended dose range for abemaciclib that
may be safely administered in combination with a fixed regimen of necitumumab
800 mg Days 1 and 8 every 21 days in patients with Stage IV NSCLC.

e Part B (Expansion Cohort): Dose confirmation of abemaciclib in combination with a
fixed regimen of necitumumab 800 mg on Days 1 and 8 every 21 days and exploration
of clinical antitumor activity.

In Part B, approximately 50 patients will be enrolled; approximately 25 patients with squamous
and approximately 25 patients with nonsquamous histologies.

Figure JFCU.8.1 illustrates the study design.
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Cohort 3 (n 3-6)

Necitumumab 800 Necitumumab 800 Necitumumab 800
mg D1 and 8 Q21D 0DLT mg D1 and 8 Q21D 0DLT mg D1 and 8 Q21D 0DLT
Abemaciclib 100 mg %; Abemaciclib 150 mg ﬁa Abemaciclib 200 mg
Q12H Q12H Q12H
1 DLT/6pts 1 DLT/6pts
\L 1DLT \L 1DLT \L 1DLT 1DLT/

Add 3 patients

—

Add 3 patients

Add 3 patients

>2 DLT/6pts

6pts

>2 DLT/6pts \L >2 DLT/6pts

STUDY

| MTD cohort 2 dose |
DISCONTINUATION

| MTD cohort 1 dose |

| |

Necitumumab 800 mg D1 and 8 Q21D

PartB
(n = 50)

Abemaciclib Dose from Ph 1b Part A Q12H

Abbreviations: D = day; DLT = dose-limiting toxicity; MTD = maximum tolerated dose;
n = number of patients; Ph = Phase; Q12H = every 12 hours; Q21D = every 21 days.

Figure JFCU.8.1. lllustration of study design.

Part A is a single-arm, dose-escalation study to determine the recommended dose for the
expansion cohort (Part B).

Part A:

Cohort 1
e  Necitumumab, administered I.V. over 60 minutes at an absolute dose of 800 mg on
Days 1 and 8, followed by
e  Abemaciclib at a dose of 100 mg orally Q12H on Days 1 to 21
Cohort 2
e  Necitumumab, administered I.V. over 60 minutes at an absolute dose of 800 mg on
Days 1 and 8, followed by
e  Abemaciclib at a dose of 150 mg Q12H on Days 1 to 21
Cohort 3
e  Necitumumab, administered I.V. over 60 minutes at an absolute dose of 800 mg on
Days 1 and 8, followed by
e  Abemaciclib at a dose of 200 mg Q12H on Days 1 to 21
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Note: At the time of approval of the JFCU(b) protocol amendment, all patients who are still on
the study will be administered necitumumab [.V. infusion over 60 minutes.

A maximum of 18 evaluable patients will be enrolled in Part A. Any patient who is discontinued
from the study before completing Cycle 1 will be excluded from the DLT population, unless a
DLT was observed. Patients who do not complete Cycle 1 for reason other than DLT will be
replaced.

If 1 of 3 patients in each cohort experiences a DLT during Cycle 1, 3 additional patients will be
enrolled in that cohort. If 2 of 6 patients experience a DLT in Cohort 1, the study must be
discontinued.

If 2 of 6 patients experience a DLT in Cohort 2 or 3, then the dose in Cohort 1 or 2 will be the
MTD.

Dose escalation within a cohort will not be permitted. Patients assigned to a cohort dose level
will remain at that level throughout the study. However re-escalation will be permitted as
specified in Section 9.3.2.2.1.

The individual recommended dose for necitumumab is 800 mg on Days 1 and 8 every 21 days
and 200 mg Q12H for abemaciclib. For this reason, further dose escalation beyond Cohort 3 will
not be tested.

Patients in whom DLT occurs in Cycle 1 may still continue study treatment according to the
criteria for starting the next cycle or dose modification (specified in Section 9.3.2.2.1) if the
patients are benefiting from study treatment in the opinion of the investigator .

Necitumumab plus abemaciclib may be continued at the assigned dose level until disease
progression, the development of unacceptable toxicity or withdrawal of consent by the patient, or
sponsor/investigator decision.

Part B is a single-arm study to evaluate efficacy and safety of necitumumab in combination
with abemaciclib in patients with Stage IV squamous or nonsquamous NSCLC

(Figure JFCU.8.1). Patients will be treated with necitumumab 800 mg on Days 1 and 8 every
21 days and the dose of abemaciclib identified from Part A of the study Q12H on Days 1 to
21.

Provided there is an acceptable safety profile in Part A of this study, Part B will be initiated,
which will include a safety interim analysis after the first 15 evaluable patients have completed 2
cycles of study treatment (or otherwise discontinued study treatment). Patients with squamous
and nonsquamous NSCLC who received the recommended abemaciclib dose for Part B in Part A
will be taken into account for the safety interim analysis.

The final analysis for all outcomes will be performed approximately 5 months after completing
enrollment of the study population.
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A treatment cycle will be defined as 21 days. Study therapy, consisting of necitumumab plus
abemaciclib will continue until there is a radiographic documentation of PD, toxicity requiring
cessation, protocol noncomp liance, or withdrawal of consent.

Terms used to describe the periods during the study are defined below:

e Baseline: begins when the ICF is signed and ends at the first study treatment (or at
discontinuation, if no treatment is given).

e Study Period: begins at the first study treatment and ends at study completion. The
study period does not include the continued access period.

o Study Treatment Period: begins at the first study treatment and ends when the
patient and the investigator agree that the patient will no longer continue study
treatment. The date of this agreement is to be reported on the case report form
(CRF) as the Date of Discontinuation from study treatment.

e Postdiscontinuation Follow-Up: begins the day after the patient and the
investigator agree that the patient will no longer continue study treatment.

Short-term follow-up begins the day after the patient and the investigator agree
that the patient will no longer continue study treatment and lasts approximately
30 days.

Long-term follow-up begins the day after short-term follow-up is completed and
continues until the patient’s death or overall study completion.

e Continued Access Period: begins after study completion and ends at the end of trial.
During the continued access period, patients on study treatment who continue to
experience clinical benefit and no undue risks may continue to receive study treatment
until one of the criteria for discontinuation is met. The continued access period includes
continued access follow-up.

o Continued access follow-up: begins the day after the patient and the investigator
agree that the patient will no longer continue treatment in the continued access
period and lasts approximately 30 days.

8.1.1. Study Completion and End of Trial

This study will be considered complete (that is, the scientific evaluation will be complete [study
completion]) approximately 5 months after the last patient in the Part B of the study has been
enrolled. Investigators will continue to follow the study schedule for all patients until notified by
Lilly that study completion has occurred. “End of trial” refers to the date of the last visit or last
scheduled procedure for the last patient.

The end of trial occurs after study completion and after the last patient has discontinued s tudy
treatment and completed any applicable continued access follow-up (see Figure JFCU.8.2).
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Patient

Discontinues Short-Term Long-Term
> Study —> Follow-Up > Follow-Up
Treatment

Patients on
Treatment

|

|

|

|

|

|

|

|

|

|

|

|
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: Patient Continued
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scheduled
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\ ]\ |
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Study Period

Study Continued End of
a Lilly will notify sites when this begins and ends. Completion Access Period® Trial
b Approximately 5 months after enrollment completion
Figure JFCU.8.2. Study period and continued access diagram.

8.1.2. Continued Access Period

The continued access period will apply to this study only if at least 1 patient is still on study
treatment when study completion occurs. Patients receiving study treatment and experiencing
ongoing clinical benefit and no undue risks may continue to receive study treatment in the
continued access period until one of the criteria for discontinuation is met (Section 7.3). Lilly
will notify investigators when the continued access period begins.

Patients who are in short-term follow-up when the continued access period begins will continue
in short-term follow -up until the 30-day short-term follow-up visit is completed. Long-term
follow-up does not apply.

Patients who are in long-term follow-up when the continued access period begins will be
discontinued from long-term follow -up.

During the continued access period, all AEs, SAEs, and study drug exposure will be reported on
the CRF. Serious adverse events will also be reported to Lilly Global Patient Safety (see
Section 10.2.1.1). In the event that an SAE occurs, Lilly may request additional information
(such as local laboratory results, concomitant medications, and hospitalizations) in order to
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evaluate the reported SAE. Blood samples for PK and immunogenicity analysis will be collected
in the event of an infusion-related reaction and during the continued access follow-up.

During the continued access period, the sponsor will collect only the data shown in

Attachment 1. It is recommended that routine monitoring, using an assessment schedule similar
to that outlined in Attachment 1 (including radiographic evaluation of disease), be continued as
necessary to confirm patient eligibility to continue on treatment. However, the results of all
these assessments may not be routinely collected by the sponsor, and all nonmandatory
assessments (that is, all assessments not explicitly described in Attachment 1) may be performed
locally rather than centrally.

8.2. Discussion of Design and Control

In this single-arm, Phase 1b study with an expansion cohort, the selected dose of necitumumab
of 800 mg on Days 1 and 8 every 21 days is aligned with the MTD and the dosing schedule in
the Phase 3 development program for necitumumab. The starting dose of abemaciclib will be at
dose level -2 of the MTD (100 mg Q12H). This is aligned with the minimal dose applied in the
dose adjustment schedule from clinical trials.

Patients with Stage IV NSCLC who have received no more than 2 lines of chemotherapy, of
which at least one must be platinum-based, for advanced or metastatic disease will receive a
combination of necitumumab and abemaciclib. Prior treatment with EGFR-TKI,
VEGF/VEGFR-targeting agents, and ALK inhibitors is permitted.

In Part B, approximately 50 patients will be enrolled with an even split between squamous and
nonsquamous histology to enable a homogenous population in the study .

Provided there is an acceptable safety profile in Part A ofthis study, Part B will be initiated,
which will include a safety interim analysis after the first 15 evaluable patients have completed 2
cycles of study treatment (or otherwise discontinued study treatment). Patients with squamous
and nonsquamous NSCLC who received the recommended abemaciclib dose for Part B in Part A
will be taken into account for the safety interim analysis.

Based on the single-arm nature of the study, the outcome will be hypothesis generating only,
allowing for future consolidation of this regimen depending on the outcome.
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9. Treatment

9.1. Treatments Administered
The following treatments will be administered in this study (Table JFCU.9.1):

In Part A, patients will receive oral abemaciclib 100 mg, 150 mg or 200 mg Q12H in
combination with necitumumab 800 mg as an absolute dose on Day 1 and Day 8 every 21 days.

In Part B, the abemaciclib dose identified from Part A will be given Q12H in combination with
necitumumab 800 mg as an absolute dose Day 1 and Day 8 every 21 days.

Necitumumab will be administered first followed by abemaciclib. Abemaciclib should be
administered within 10 minutes of start of necitumumab infusion.

Table JFCU.9.1. Treatment Regimens/Dosing Schedule

Part A
Cohort Drug Dose Day Infusion duration
Cohort 1 Necitumumab 800 mg absolute Days 1 and 8 over 60 minutes®
dose L.V. infusion (£5 minutes)
Abemaciclib 100 mg Q12H Days 1 -21
Cohort 2 Necitumumab 800 mg absolute Days 1 and 8 over 60 minutes®
dose L.V. infusion (£5 minutes)
Abemaciclib 150 mg Q12H Days 1 -21
Cohort 3 Necitumumab 800 mg absolute Days 1 and 8 over 60 minutes®
dose L.V. infusion (£5 minutes)
Abemaciclib 200 mg Q12H Days 1 -21
Part B
Drug Dose Day Infusion duration
Necitumumab 800 mg absolute dose .V.  Days | and 8 over 60 minutes®
infusion (£5 minutes)
Abemaciclib Dose from Part A Q12H Days 1 -21

Abbreviations: IV= intravenously; Q12H = every 12 hours.
* At the time of approval of the JFCU(b) protocol amendment, all patients who are still on the study will be

administered necitumumab 1. V. infusion over 60 minutes (£5 minutes).
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The individual recommended dose for necitumumab is 800 mg on Day 1 and Day 8 every
21 days and 200 mg Q12H for abemaciclib. For this reason, further dose escalation beyond
Cohort 3 will not be tested.

Hypersensitivity/infusion-related reactions may occur during or following administration of
necitumumab (see Section 9.3.2.2.3.1.1 for a definition of Grade 3 and 4
hypersensitivity/infusion-related reactions). As a routine precaution, patients treated with
necitumumab should be observed closely for any potential adverse effects by the medical staff
from the start of the infusion until at least 1 hour after the end of the infusion in an area with
resuscitation equipment and other agents (for example, epinephrine or prednisolone equivalents)
available.

The investigator or his/her designee is responsible for the following:

e explaining the correct use of the drugs and planned duration of each individual’s
treatment to the patient,

e verifying that instructions are followed properly,

e maintaining accurate records of study drug dispensing and collection,

e and returning all unused medication to Lilly or its designee at the end of the study.

Note: In some cases, sites may destroy the material if, during the investigator site selection, the
evaluator has verified and documented that the site has appropriate facilities and written
procedures to dispose clinical trial materials.

Patients will be instructed to contact the investigator as soon as possible if they have a complaint
or problem with the study drug so that the situation can be assessed.

9.2. Materials and Supplies

All study treatment materials will be provided by Lilly. Clinical trial materials will be labeled
according to the country’s regulatory requirements.

Necitumumab is a sterile and preservative-free solution for I.V. infusion supplied in the
following formulation:

e Necitumumab at a final concentration of 16 mg/mL (800 mg/50 mL)
contained in single-use vials, in a formulation of 10 mM citrate, 40 mM
sodium chloride, 133 mM glycine, 50 mM mannitol, 0.01% polysorbate -80,
pH 6.0.

All excipients used in the formulation of necitumumab are of pharmacopeial grade. No
animal-derived components are used in the manufacture of necitumumab excipients. Refer to the
IB for detailed information.

Abemaciclib will be supplied by Lilly as capsules for oral administration. Abemaciclib capsules
should be stored according to the temperature range listed on the product label, and should not be
opened, crushed, or chewed.
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9.3. Method of Assignment to Treatment
An interactive web response system will be used for treatment assignment in both Parts A and B
of the study.

9.3.1. Selection and Timing of Doses
The first treatment will be administered within 7 days of enrollment. Study treatment will be
administered as described in Section 9.1.

A cycle is defined as an interval of 21 days.

Administration of necitumumab Day 1 dose will trigger the start of a new cycle. Infusions
administered within 3 days before or after the planned infusion time point due to holidays,
weekends, bad weather, or other unforeseen circumstances will be permitted and not counted as a
protocol deviation. The necitumumab Day 8 dose can be delayed up to 5 days. Beyond that, the
Day 8 dose will have to be omitted in order to maintain the 21 day cycle. A minimum of

7 days’ interval between any necitumumab dose must be maintained.

Abemaciclib will be taken orally every 12 (+2) hours on Days 1 through 21 of a 21-day cycle,
for a total of 42 doses per cycle. During all cycles, abemaciclib should be taken at
approximately the same times each day. If a patient misses or vomits abemaciclib, that dose
should be omitted.

In the event of a cycle delay due to logistical reasons (for example, due to patient availability),
the patient should continue on abemaciclib treatment. If abemaciclib is interrupted as a result of
not having sufficient drug supply, the treatment may be delayed up to 5 days (and not be
considered a protocol violation). In exceptional circumstances, a delay >5 days is permitted
upon agreement between the investigator and the Lilly CRP.

A patient may continue to receive study treatment until he or she meets 1 or more of the
specified reasons for discontinuation (as described in Section 7.3).

9.3.2. Special Treatment Considerations

9.3.2.1. Dose-Limiting Toxicity (Part A)

A dose-limiting toxicity (DLT) is defined as one of the following AEs, occurring in Cycle 1 if
considered to be definitely, probably, or possibly related to necitumumab and abemaciclib. The
following list will define DLT:

e Grade 3 or 4 nonhematologic toxicity according to the NCI CTCAE Version 4.0
except for nausea, vomiting, diarrhea, or electrolyte disturbance (see below)

e Grade 3 or 4 nausea, vomiting, or diarrhea that persists more than 2 days despite
maximal supportive intervention

e Grade 3 thrombocytopenia with bleeding requiring transfusion

e Grade 4 thrombocytopenia with or without bleeding

LY3012211



14X-MC-JFCU(b) Clinical Protocol Page 41

e Grade 4 neutropenia that persists more than 5 days
e Grade 3 or 4 neutropenia with fever
e Grade >3 skin toxicity despite best supportive care

e Ifatotal at least 75% of the planned dose for both agents cannot be administered
in the first cycle due to toxicity

DLT is defined by sponsor and Principal Investigator.

The following toxicities will not be considered DLTs if they are transient <7 days) with full
supportive therapy:

e Grade 3 arthralgia or myalgia
e Grade 3 asthenia or fatigue
e Grade 3 constipation
The following toxicities will not be considered DLTs:
e Grade 3 injection-site reaction
e Grade 3 elevation of transaminases lasting <7 days
e Grade 3 elevation of serum-bilirubin lasting <7 days
e Transient Grade 3 elevation or decrease of electrolytes
e Grade 3 or 4 hypersensitivity

If a Grade 3 or 4 infusion-related reaction (hypersensitivity) to necitumumab occurs, this event
will not be considered a DLT; the patient will not receive any further study therapy and will be
replaced in the study by a new patient.

9.3.2.2. Dose Adjustments and Delays

9.3.2.2.1. Abemaciclib

Abemaciclib dose adjustments are allowed both within a cycle and between cycles. Abemaciclib
must be reduced sequentially by 1 dose level.

An abemaciclib dose level below 100 mg Q12H is not allowed. For patients starting at
abemaciclib 100 mg Q12H, no further dose reduction is permitted. For patients starting at dose
level 150 mg Q12H, only 1 dose reduction is allowed.

Abemaciclib may be held up to 14 days to permit sufficient time for recovery from the toxicity.
If a dose suspension occurs, the investigator may resume abemaciclib dosing at the same dose
level for the remainder of the study or at reduced dose (assuming resolution to at least Grade 1
for nonhematologic and at least Grade 2 for hematologic toxicity). Ifthe patient experiences the
same toxicity with the same or greater severity (CTCAE grade) requiring a dose suspension
within a cycle or at start of the next cycle, the patient must be dose reduced and not
re-challenged a second time at the prior dose level.
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If a patient experiences CTCAE Grade 4 hematologic toxicity possibly related to abemaciclib,
then dosing must be suspended (until the toxicity resolves to either baseline or at least Grade 2)
and the dose of abemaciclib must be reduced as outlined in Table JFCU.9.2.

If a patient experiences CTCAE Grade>3 nonhematologic toxicity possibly related to
abemaciclib, then dosing must be suspended (until the toxicity resolves to either baseline or at
least Grade 1) and the dose of abemaciclib must be reduced as outlined in Table JFCU.9.2.

If a patient experiences persistent or recurrent Grade 2 nonhematologic toxicity (except diarrhea)
possibly related to abemaciclib that does not resolve with maximal supportive measures within 3
days (as outlined in Section 9.5.3) to either baseline or Grade 1, then dosing should be suspended
(until the toxicity resolves to either baseline or at least Grade 1), and the dose of abemaciclib
may be reduced as outlined in Table JFCU.9.2.

For patients requiring dose reduction(s), any re-escalation to a prior dose level is permitted only
after consultation with the Lilly CRP. After re-escalation, subsequent dose adjustments should
be based on the dose of abemaciclib that the patient is currently receiving.

Table JFCU.9.2. Dose Adjustments of Abemaciclib
Dose Adjustment Level Oral Dose Frequency

0 200 mg Every 12 hours

1 150 mg Every 12 hours

2 100 mg Every 12 hours

Abemaciclib must be discontinued if further dose reduction is required beyond 100 mg every
12 hours. The patient may continue to receive necitumumab as a single agent.

Patients not recovering from toxicity within 14 days should be considered for discontinuation
from abemaciclib treatment.

9.3.2.2.1.1. Guidance for Monitoring of Renal Function in Patients on Abemaciclib
Abemaciclib has been shown to increase serum creatinine due to inhibition of renal tubular
secretion of creatinine without affecting cystatin C calculated glomerular filtration rate.
Increases in serum creatinine occurred within the first 2 weeks of treatment, remained stable
through the treatment period, and were reversible upon treatment discontinuation. If
deterioration of renal function is suspected, serum creatinine should not be the only measure
used to assess a patient’s renal function. Dose alterations (omission, reduction, or
discontinuation) should not solely be based on interpretation of serum creatinine values because
these may not reflect renal function.

9.3.2.2.2. Necitumumab

Prior to each administration of necitumumab all toxicities associated with necitumumab must
have resolved to Grade <2 (except for alopecia and skin toxicity) or baseline. Pretreatment
laboratory data may not be older than 72 hours (Day 1 of each cycle) or 24 hours (Day 8 of each
cycle).
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If the criteria are not met at the time of a planned treatment, the following general rules for the
management of treatment delays apply:

¢ In the case of necitumumab-related toxicity, administration of necitumumab will
be at the reduced dose (refer to Section 9.3.2.2.3) or interrupted, but abemaciclib
will continue according to the planned schedule.

e If administration of necitumumab is delayed for more than 6 weeks (2 cycles)
after Day 1 of the most recent treatment cycle the patient should be discontinued
from necitumumab treatment.

9.3.2.2.3. Necitumumab Dose Modifications

The following are general dose-modification guidelines for toxicity associated with
necitumumab. Please see Section 9.3.2.2.3.1 for specific information on the management of
necitumumab-related hypersensitivity/infusion-related reactions, skin reactions, conjunctivitis,
and hypomagnesemia.

Dose modifications are permitted for necitumumab following non-life threatening reversible
CTCAE Grade >3 AEs that require delay of necitumumab treatment for up to 6 weeks following
Day 1 of the most recent treatment cycle. In this setting, necitumumab may be readministered at
a reduced dose (600 mg) if necessary only if AE is resolved to Grade <2. A second dose
reduction (to 400 mg) is permitted for this level of event (Grade >3).

If a patient experiences CTCAE Grade >3 hematologic toxicity possibly related to necitumumab,
then dosing must be suspended (until the toxicity resolves to either baseline or