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To Our Stakeholders,
We have made important progress over the past year across our 
development-stage portfolio, including our wholly-owned hematology/
oncology programs, our novel oral CRTh2 antagonist for asthma and  
our partnered MEK programs. With our two hem/onc programs, ARRY-520 
and ARRY-614, we are generating data to inform pivotal trial decisions by 
the end of calendar 2013. In July, we shared positive results from our 
Phase 2 study of ARRY-502 which demonstrated its potential to become 
the first new oral medication for asthma since Singulair® (montelukast) was 
approved 15 years ago. In addition, we are encouraged that both MEK162 
and selumetinib are advancing in pivotal studies using fast-to-patient approaches. We expect to  
have at least six pivotal trials with MEK162 and selumetinib enrolling by the end of this calendar 
year. Finally, we entered into strategic collaborations with Celgene, Clovis Oncology, Loxo 
Oncology and Global Blood Therapeutics to fund our world-class research capability, and with 
Oncothyreon to advance our oral selective HER2 inhibitor, ARRY-380, into multiple clinical 
proof-of-concept studies.

I’d like to provide additional detail on our most noteworthy clinical accomplishments in fiscal 2013. 

ARRY-520 is a highly selective, targeted inhibitor of KSP with a novel mechanism of action 
distinct from currently approved drugs to treat multiple myeloma (MM), a disease diagnosed  
in over 75,000 people in the U.S. alone. We are encouraged by the data shared at scientific 
meetings during the past quarter on ARRY-520 from two combination trials: ARRY-520 with 
Velcade® (bortezomib) and ARRY-520 with Kyprolis® (carfilzomib). These trials included patients 
with relapsed or refractory multiple myeloma (MM), and both showed that the combination was 
generally well tolerated and demonstrated activity in this heavily pretreated population. Also, 
we published promising data from ARRY-520 single agent and combination with dexamethasone 
studies regarding a potential patient selection marker, alpha-1-acid glycoprotein (AAG). To 
date, all responses in these studies have occurred in patients with low AAG, which represents 
approximately 75% of enrolled patients. In the single-agent Phase 2 ARRY-520 clinical study, 
the median overall survival was reported to be markedly longer in patients with low AAG as 
compared to patients with high AAG. These results may enable targeting of patient populations 
who will benefit most from ARRY-520.

ARRY-520 is advancing in three clinical trials. At this time, we are dosing the maximum 
recommended dose of ARRY-520 and the labeled doses for all approved combination agents. 
Data from these three trials will inform our pivotal trial decisions:

	 •		Phase	2	trial	in	combination	with	dexamethasone	in	patients	with	MM	refractory	to	Revlimid® 
(lenalidomide), Velcade and dexamethasone therapy.

	 •		Dose	escalation	trial	in	combination	with	Velcade	plus	dexamethasone	in	patients	with	
relapsed or refractory MM.

	 •		Dose	escalation	trial	in	combination	with	Kyprolis	in	patients	with	relapsed	or	refractory	
MM who are refractory or intolerant to Velcade therapy.

ARRY-614 is a dual p38/Tie2 kinase inhibitor offering a unique mechanism of action for the 
treatment of myelodysplastic syndromes (MDS), a disease diagnosed in nearly 40,000 people 
in the U.S. alone. Array is evaluating a new formulation of ARRY-614 in a Phase 1 dose-escalation 
clinical trial targeting patients who are low- or intermediate-1 risk hypomethylating agent failures. 
We have established the maximum tolerated dose and expansion cohorts are nearing full 
enrollment in this trial. As presented at the 2012 ASH Annual Meeting, this new formulation  
has demonstrated improved bioavailability and target coverage, including higher peak plasma 
concentrations and overall exposure, as compared to the prior formulation.

The FDA provided Array guidance on future development for this program, including a discussion 
of endpoints other than overall survival that could be used as the basis for approval. Data from 
the ongoing expansion phases of the dose escalation study will inform our forward plans.
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ARRY-502 is an oral, potent, and highly selective CRTh2 antagonist designed to treat patients 
with allergic asthma. The CRTh2 mechanism addresses a pathway not specifically targeted  
by existing asthma therapies, and the Th2 gene signature spans mild, moderate and severe 
persistent asthma. Despite the availability of treatment options, the ongoing burden of asthma 
remains extremely high. This is partially due to a large proportion of patients not well controlled 
on current medication and to poor compliance with inhaled drugs. By some estimates, as 
many as 80% of asthma patients are poorly controlled at this time. This summer we shared 
positive results from our Phase 2 study with ARRY-502 that enrolled 184 patients in the United 
States with mild-to-moderate persistent allergic asthma, a population which represents more 
than 12 million patients in the U.S. alone. ARRY-502 met the primary endpoint, statistically 
significant improvement in pre-bronchodilator Forced Expiratory Volume in one second (FEV1), 
a measure of lung function, and achieved statistical significance on key secondary efficacy 
endpoints. With a novel mechanism, evidence of asthma control and an attractive safety profile, 
it has the potential to address some of the high unmet need which exists in the asthma market. 
Array is seeking a partner to further develop ARRY-502 to its full potential.

MEK162 is a novel, oral MEK inhibitor invented by Array. We were excited earlier this summer 
to announce the start of MILO (MEK Inhibitor in Low-Grade Serous Ovarian Cancer), the first 
Array sponsored Phase 3 trial. In this global trial, we are studying the benefits of MEK162 in 
patients with low grade serous ovarian cancer resistant to standard chemotherapy. In addition 
to MILO, Novartis, who is co-developing MEK162 with Array, initiated their own Phase 3 trial  
in July, called NEMO (NRAS melanoma and MEK inhibitor), in patients with NRAS-mutant 
melanoma. In August, Novartis announced their Phase 3 BRAF-mutant melanoma study called 
COLUMBUS (Combination of LGX818 used with MEK162 in BRAF mutant unresectable skin 
cancer). This trial is supported by the strength of data presented at the 2013 American Society 
of Clinical Oncology (ASCO) Annual Meeting which showed promising clinical activity and a 
differentiated synergistic safety profile when combined with Novartis’s RAF inhibitor LGX818. 
These trials along with the 18 other ongoing Novartis-sponsored trials, represent a very high 
commitment level by Novartis to MEK162 fast track development.

Selumetinib is also a novel, small molecule MEK inhibitor invented by Array and licensed to 
AstraZeneca. In June, AstraZeneca announced that they initiated a pivotal trial with selumetinib 
in first-line thyroid cancer, called ASTRA (Adjuvant Selumetinib for Differentiated Thyroid Cancer; 
Remission After Radioiodine). In addition, data presented at the 2013 ASCO Annual Meeting 
by Memorial Sloan-Kettering Cancer Center on selumetinib demonstrated it to be the first drug 
to show significant clinical benefit in uveal melanoma; progression-free survival (PFS) more 
than doubled in a Phase 2 trial. Memorial Sloan-Kettering has announced plans to initiate a 
100-patient confirmatory, randomized trial with selumetinib in this population.

We ended Fiscal 2013 with a healthy cash position and also took the opportunity to replace our 
Deerfield Partners’ debt with convertible notes extending our repayment date to 2020 and resulting 
in a substantially reduced interest expense.

Reflecting on the past year, Array is evolving into a late-stage drug development company. Looking 
ahead, we have great opportunities to advance our drugs to market, which will help patients and 
create value for stakeholders. In this effort, we are incredibly grateful to the patients, clinicians, 
collaborators, employees and shareholders who have contributed to our progress and who will 
continue to help us succeed.

Sincerely,

RON SqUARER 
Chief Executive Officer 
September 14, 2012

BEYOND 2014
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Strategy

We are building a fully integrated, commercial-stage biopharmaceutical company that discovers, 
develops and markets safe and effective small molecule drugs to treat patients afflicted with can-
cer. We intend to accomplish this through the following strategies:

	 •		Invent	targeted	small	molecule	drugs	that	are	either	first-in-class	or	second	generation	
drugs that have little or no competition, or demonstrate a competitive advantage over 
drugs currently on the market or in clinical development;

	 •		Selectively	develop	and	commercialize	our	drugs	to	maximize	their	overall	value.	As	our	
first	drug	nears	approval,	we	plan	to	build	a	U.S.-based,	therapeutically	focused	sales	
force	to	commercialize	or	co-promote	drugs	we	wholly	own	or	for	which	we	retain	devel-
opment rights in certain geographic areas; and

	 •		Implement	a	partnering	strategy	in	which	we	retain	U.S.	commercial	and/or	co-promotion	
rights	for	drugs	that	can	be	distributed	through	a	therapeutically	specialized	sales	force	
and partner select early-stage programs for continued research and development to 
receive research funding plus significant milestone payments and royalties.

Our out-license and collaboration agreements with our partners typically provide for up-front  
payments,	research	funding,	success-based	milestone	payments,	co-detailing	rights	and/or	 
royalties on product sales. These agreements may also be structured to share in the proceeds 
received	from	a	collaborator	resulting	from	the	further	development	or	commercialization	of	 
resulting drugs.

We intend to continue to pursue partnering opportunities for our research and development  
programs to provide funding, development, manufacturing and commercial resources and may 
seek	co-development	or	co-commercialization	rights	worldwide	or	limited	to	certain	geographic	
areas.	We	plan	to	advance	and	commercialize	a	select	number	of	our	most	promising	develop-
ment	assets	internally,	which	we	believe	will	maximize	their	value.	We	are	also	identifying	certain	
programs	to	partner	earlier	during	discovery	or	preclinical	development	with	the	goal	of	optimizing	
the	potential	return	for	Array	on	these	programs.

Strategy for 2013 
and Beyond
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Our Product Pipeline

Array Owned
 

ARRY-520  
Target: Kinesin spindle protein | Indication: Multiple Myeloma

 
ARRY-614  
Target: p38/Tie2 dual | Indication: Myelodysplastic Syndromes

 
ARRY-502  
Target: CRTh2 | Indication: Asthma

 
ARRY-797  
Target: p38 | Indication: Pain

Partnered Programs
 

Novartis—MEK162  
Target: MEK | Indication: Cancer

 
AstraZeneca—Selumetinib 
Target: MEK | Indication: Cancer

 
ASLAN Pharmaceuticals—ASLAN001 (ARRY-543)  
Target: HER2/EGFR | Indication: Gastric Cancer

 
InterMune (program now owned by Roche)—Danoprevir  
Target: NS3/4 Protease | Indication: Hepatitis C virus

 
Genentech—GDC-0068 (RG7440)  
Target: AKT | Indication: Cancer

 
Eli Lilly—LY2606368  
Target: Chk-1 | Indication: Cancer

 
VentiRx—VTX-2337   
Target: Toll-like Receptor | Indication: Cancer

 
Oncothyreon—ARRY-380  
Target: HER2 | Indication: Breast Cancer

 
Genentech—GDC-0425 (RG7602) and GDC-0575 (RG7741)   
Target: Chk-1 Receptor | Indication: Cancer

 
Genentech—GDC-0994 (RG7842)   
Target: Undisclosed | Indication: Cancer

Phase 1 Phase 2 Phase 3
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ARRY-520

 

Target: Kinesin spindle protein 
Indication: Multiple Myeloma

ARRY-520 is a highly selective, targeted inhibitor of KSP, which is a novel mechanism of action  
in MM distinct from proteasome inhibitors and IMiDs currently approved for treatment of MM. 
ARRY-520 preferentially acts on MM and hematopoietic cells, versus terminally differentiated 
cells or epithelial cells, based on targeted tissue expression of KSP, and MCL-1 survival depen-
dence. As predicted by its mechanism, only minimal non-hematologic adverse events, including 
peripheral neuropathy, gastrointestinal and dermatological toxicities, have been reported with 
ARRY-520 therapy at the recommended Phase 2 dose.

MM and other hematologic cancers frequently depend on MCL-1 as a key survival protein. In pre-
clinical studies, ARRY-520 produced a rapid onset of apoptosis in tumor cells that depend on the 
MCL-1 survival protein, which supported further investigation of ARRY-520 in MM. In clinical studies, 
ARRY-520 has demonstrated durable, single-agent activity in patients with MM that is refractory  
to both Velcade® (bortezomib) and Revlimid® (lenalidomide), a population with significant unmet  
therapeutic needs. In addition, in clinical studies of ARRY-520 in combination with either Velcade 
or with Kyprolis® (carfilzomib), both combinations demonstrated initial signs of activity and both 
were well tolerated, with no unexpected hematologic toxicity and a manageable side effect profile. 
The results from these combination trials may support development opportunities in earlier lines  
of therapy. 

Development milestones for ARRY-520 during fiscal 2013 included the following:

•  Completed enrollment in a Phase 2 trial in combination with dexamethasone in patients with MM 
refractory to Revlimid, Velcade and dexamethasone therapy;

•  Reached the prescribed or maximum single agent doses in our trial in combination with Velcade 
in patients with relapsed or refractory MM; and

•  In collaboration with M.D. Anderson and Onyx Therapeutics, reached the prescribed or maxi-
mum single agent doses of ARRY-520 and Kyprolis in an investigator-sponsored Phase 1b dose 
escalation trial in patients with relapsed or refractory MM who are refractory or intolerant to 
Velcade therapy.

In addition, data from these and other ongoing trials were presented at conferences during fiscal 2013:

At the Congress of the European Hematology Association, or EHA, in June 2013, interim results 
were reported from the ongoing combination trial of ARRY-520 with Kyprolis in patients with 
relapsed or refractory MM who were refractory or intolerant to Velcade. The combination demon-
strated early signs of activity with a disease control rate (complete response, partial response,  
minimal response or stable disease) of 82% and a clinical benefit rate (≥ minimal response) of 
53%, including one complete response. As of June 2013, more than half of the patients enrolled 
remain on study, with patients in the current cohort receiving full doses of both drugs.

Phase 2 Phase 3Phase 1

array owned
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ARRY-520 (cont’d)

Also at the EHA, data on a potential patient selection marker were presented from multiple studies 
of ARRY-520 as a single agent in patients with relapsed and refractory MM. To date, all responses 
have occurred in patients with low levels of alpha-1-acid glycoprotein, or AAG, a population which 
represents 75–80% of MM patients, and these patients had longer event-free survival (time to next 
treatment or death). In the single-agent Phase 2 clinical study of ARRY-520 in relapsed and refrac-
tory MM, patients with low AAG had a longer median overall survival (20.2 months versus 4.5 
months), improved median event-free survival (5.3 months versus 2.4 months) and greater overall 
response rate (24% versus 0%) compared to patients with elevated AAG. The identification of this 
marker may enable more precise targeting of patient populations who will benefit from ARRY-520.

In April 2013, interim results from two ongoing ARRY-520 clinical trials in MM were reported at the 
International Myeloma Workshop, or IMW. In a Phase 2 trial in patients with relapsed or refractory 
MM, ARRY-520 demonstrated single-agent activity in heavily pretreated patients, with 19 months 
median overall survival and a 16% overall response rate. These results are comparable to those for 
recently approved products Kyprolis and Pomalyst® (pomalidomide) as single agents in similar 
patient populations. ARRY-520 was generally well tolerated, with the predominant adverse events 
being transient, non-cumulative and predominantly asymptomatic neutropenia and thrombocytope-
nia that were readily managed with growth factors and supportive care. Consistent with other 
reported ARRY-520 study results, there was a low incidence of non-hematologic adverse events 
with no treatment-related neuropathy observed. Further data on a potential patient selection marker 
was also presented. Also at IMW, interim results were reported from a clinical trial of ARRY-520 in 
combination with Velcade in patients with relapsed or refractory MM. Initial signs of activity, includ-
ing responses and prolonged stable disease, were observed in this heavily pretreated population, 
the majority of whom were refractory to prior Velcade treatment. Additionally, the combination treat-
ment was generally well tolerated, with neutropenia as the most common adverse event and limited 
non-hematologic grade 3 or 4 toxicity. In December 2012, Phase 2 results with ARRY-520 plus low-
dose dexamethasone were reported at the Annual Meeting of the American Society of Hematology, 
or ASH. In this Phase 2 trial in patients with triple-refractory (refractory to Revlimid, Velcade and 
dexamethasone) MM and a median number of 10 prior treatment regimens, ARRY-520 plus low-
dose dexamethasone demonstrated a 22% overall response rate (≥ partial response), with manage-
able safety. The most common drug-related adverse events include myelosuppression. In a related 
abstract, it was observed that the overall response rate (≥ partial response) increased to 33% from 
22% for the same group of ARRY-520-treated patients who were retrospectively selected with a 
low AAG level. The clinical benefit rate (≥ minimal response) was 50% in the selected population.

Development Plan: During fiscal 2014, we plan to:

•  Report results from the Phase 2 study of ARRY-520 in combination with dexamethasone, interim 
results from the Phase 1b study of ARRY-520 in combination with Velcade and dexamethasone 
and interim results from the Phase 1b study of ARRY-520 in combination with Kyprolis;

•  Identify the maximum tolerated/recommended Phase 2 dose for both the Velcade and the 
Kyprolis combination Phase 1b studies and initiate additional studies to explore preliminary  
efficacy of these combinations in patients with relapsed/refractory MM; and

•  Pending positive results in any of the above trials, define a path to late-stage development for 
ARRY-520 in MM.

array owned
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ARRY-614

 

Target: p38/Tie2 dual
Indication: Myelodysplastic Syndromes

ARRY-614, a dual inhibitor of p38 mitogen-activated protein kinase (p38) and Tie2 receptor tyro-
sine kinase, offers a unique mechanism of action for the treatment of MDS. p38 and Tie2 are dys-
regulated in the bone marrow of patients with MDS. ARRY-614 is believed to restore bone marrow 
function by blocking myelosuppression, thereby enabling the repopulation of red blood cells, plate-
lets and neutrophils. ARRY-614 inhibits inflammation and cytokine-dependent tumor growth in pre-
clinical models.

MDS are diseases characterized by over-production of myelosuppressive cytokines leading to 
aberrant apoptosis in hematologic progenitor cells and refractory peripheral cytopenias. p38 is 
implicated in dysregulation of apoptosis and myelosuppressive cytokine signaling and production. 
Tie2 may affect this process by promoting cytokine production and altering stromal cell quiescence. 
It is hypothesized that disrupting cytokine-driven apoptosis in the normal progenitors and stromal 
cells may improve hematopoiesis in MDS patients.

As presented at the December 2011 and 2012 ASH Annual Meetings, ARRY-614 has demonstrated 
activity as measured by hematologic improvement (increased neutrophils, platelets and/or red 
blood cells) in patients with MDS and was generally well tolerated.

In a Phase 1 dose-escalation/expansion trial of 44 evaluable patients, ARRY-614 demonstrated 
activity as a single agent in patients with low- or intermediate-1 risk MDS under the International 
Prognostic Scoring System, or IPSS, and for whom treatments with approved therapies have failed, 
including hypomethylating agents (e.g., Vidaza®, Dacogen®) and Revlimid®. A 38% response rate 
for hematologic improvement in patients receiving the highest dose of 1200 mg daily (n=16) was 
observed. At this dose, ARRY-614 demonstrated multilineage hematologic improvement, improving 
more than one cytopenia (neutropenia, thrombocytopenia and/or anemia), in 67% of the responders.

Hematologic improvement with ARRY-614 was durable (five month median response duration),  
with multiple patients remaining on therapy for over 12 months. Clinically significant hematologic 
toxicity was minimal. Observed changes in pharmacodynamic markers included decreases in cir-
culating erythropoietin, as well as decreases in phospho-p38 and disease-related apoptosis in the 
bone marrow.

During fiscal 2013, Array continued to evaluate an optimized formulation of ARRY-614 in a clinical 
trial with a similar patient population. This Phase 1 dose-escalation trial, currently in an expansion 
phase after establishing the maximum tolerated dose, has the goal of identifying the recommended 
dose and schedule for future clinical trials. As presented at the 2012 ASH Annual Meeting, this new 
formulation has demonstrated improved bioavailability and target coverage, including higher peak 
plasma concentrations and overall exposures, as compared to the original formulation.

Also during fiscal 2013, the U.S. Food and Drug Administration, or FDA, provided guidance on future 
development for this program, including the use of endpoints other than overall survival as the 
basis for approval. The FDA also agreed that Low/Int-1 patients who have failed a hypomethylating 
agent can be considered a high unmet medical need population.

Development Plan: During the next fiscal year, we expect to complete the ongoing Phase 1 expan-
sion trial and, pending additional data from the ongoing study, plan to make decisions on future 
study designs.

Phase 2 Phase 3Phase 1

array owned
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ARRY-502

 

Target: CRTh2
Indication: Asthma

ARRY-502 is an oral, potent and highly selective CRTh2 antagonist designed to treat patients with 
allergic asthma. Despite the range of available treatments, there remains a significant need for a 
convenient, safe and effective therapy for patients with persistent allergic asthma. In particular, lack 
of adherence with currently approved inhaled medications is a significant challenge to disease 
control. Allergic asthma, which is characterized by a Th2 gene signature, is associated with elevated 
IgE, mast cell degranulation, and activation of Th2 T-cells and eosinophils. The CRTh2 receptor is 
expressed on Th2 T cells and eosinophils, and its ligand, prostaglandin D2, is released by mast 
cells. CRTh2 is a key mediator of the migration and activation of inflammatory cells leading to many 
symptoms of asthma including coughing, difficulty breathing and possibly exacerbations. Because 
current asthma therapies do not fully target this pathway, antagonists of CRTh2 represent an excit-
ing new approach to enhanced disease control, and the Th2 gene signature may be used to guide 
treatment for CRTh2 antagonists. ARRY-502 may provide the most patient benefit in a Th2 gene 
signature-enriched population. Ultimately, the Th2 gene signature, which is present in approxi-
mately 50% of the asthma population, spans mild, moderate and severe disease. This suggests 
broad applicability for ARRY-502 in these populations, as well as in other Th2-driven diseases.

In July 2013, we announced positive results from a placebo-controlled, randomized, double-blind 
Phase 2 trial of ARRY-502 in mild to moderate persistent allergic asthma. ARRY-502 achieved the 
primary endpoint of significant improvement in pre-bronchodilator FEV1. ARRY-502 was well toler-
ated with fewer adverse events compared to placebo.

This proof-of-concept study enrolled 184 patients in the U.S. with mild-to-moderate persistent aller-
gic asthma, a population which represents more than 12 million patients in the U.S. ARRY-502, 
dosed at 200 mg twice daily (N=93) for 4 weeks, improved FEV1 by 3.9% versus placebo (N=91), 
achieving statistical significance (P=0.02). A predefined endpoint using the median baseline value 
of a Th2 associated biomarker was also evaluated. Patients in this population achieved enhanced 
improvement in FEV1 (6.8% versus placebo, P=0.008).

Secondary efficacy endpoints also achieved statistical significance, including:

•  Reduced short-acting beta agonist, or SABA, use;

•  Asthma control as measured by the Asthma Control Questionnaire, or ACQ;

•  Forced Vital Capacity, or FVC, improvement;

•  Symptom-free days during treatment; and

•  Improvement in Rhinasthma and Asthma Quality of Life questionnaires, or AQLQ.

The overall frequency of adverse events was lower in the ARRY-502 group, including fewer asthma 
exacerbations, versus the placebo group. There were no treatment-emergent serious adverse 
events in patients receiving ARRY-502; all treatment-related adverse events were either mild or 
moderate in severity. A total of 15 (11 in the placebo group, four in the ARRY-502 group) out of 184 
patients discontinued the study early, primarily due to exacerbations of asthma (five in the placebo 
group, one in the ARRY-502 group).

Development Plan: Based on the promising results of the proof-of-concept study in persistent 
asthma and our decision to focus on our hematology/oncology programs, Array is seeking a part-
ner for further development of ARRY-502 in this large market disease indication.

Phase 2 Phase 3Phase 1
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ARRY-797

 

Target: p38
Indication: Pain

p38 regulates production of the pro-inflammatory cytokines TNF and IL-1, both mediators of inflam-
mation, and PGE2, a significant mediator of pain. ARRY-797 is a novel, oral, selective p38 inhibitor with 
a mechanism of action unique from that of currently approved pain medications. Compared to other 
p38 inhibitors, ARRY-797 has distinct properties, such as: it is highly selective; has exceptional potency 
in whole blood samples; has a differentiated pharmacokinetic profile; and is highly water soluble.

In two Phase 2 acute dental pain studies, ARRY-797 achieved statistically significant analgesic 
effects. In the course of clinical development to date, over 450 subjects/patients have received at 
least one dose of ARRY-797. In these mostly short-duration studies, ARRY-797 was generally well 
tolerated with common adverse events including dizziness, headache, diarrhea and nausea, mostly 
mild in severity and with no clear relation to dose or duration of exposure. Post-hoc analysis of a 
28-day rheumatoid arthritis study and a 12-week ankylosing spondylitis study of ARRY-797 in a 
small number of patients conducted in 2009 suggested pain relief with ARRY-797.

In July 2012, Array announced that ARRY-797, a non-opioid, met its primary endpoint in a random-
ized, placebo-controlled and active-controlled (oxycodone ER) Phase 2 clinical trial in 157 osteo-
arthritis patients suffering from moderate to severe knee pain despite the use of non-steroidal 
anti-inflammatory drugs, or NSAIDs. Patients in all treatment groups continued using NSAIDs 
throughout the trial. Treatment with ARRY-797 resulted in a statistically significant reduction in pain 
over a 28-day period compared to placebo, as measured using the Western Ontario and McMaster 
Universities Arthritis Index, or WOMAC®, pain subscale (a 0–10 numerical pain rating scale). Patients 
receiving ARRY-797 experienced a mean reduction in the WOMAC pain subscale score at day 28 
versus baseline that was 0.8 greater than those receiving placebo (2.4 versus 1.6; one-sided 
p=0.0247). Oxycodone ER was used as the active control for the trial and achieved improvement 
of 0.28 versus placebo due to a higher discontinuation rate. ARRY-797 also showed improvement 
relative to placebo or oxycodone ER in additional measures including WOMAC physical function, 
WOMAC stiffness and the Patient’s Treatment Satisfaction Measure. The discontinuation rate due  
to adverse events was higher in patients treated with oxycodone ER (34%) than for either the 
ARRY-797 (6%) or placebo (8%) treatment groups. In patients completing the trial, the reduction  
in WOMAC pain observed for ARRY-797 was comparable to that seen with oxycodone ER. In this 
trial, ARRY-797 was considered overall to be well tolerated at the selected dose of 400 mg twice-
daily. The most common adverse events observed in patients treated with ARRY-797 were dizzi-
ness, diarrhea and nausea, which were mainly mild in severity. ARRY-797 treatment was 
associated with sporadic, transient increases in creatine kinase and aspartate aminotransferase. 
Mild prolongations of the QTc interval and sustained decreases in systolic and diastolic blood 
pressure were also observed.

To further explore the safety and tolerability of ARRY-797, Array conducted a multiple ascending 
dose study in healthy volunteers at doses up to 2.5-fold higher than those evaluated in the osteo-
arthritis pain trial. ARRY-797 was well tolerated in this trial; greater QTc prolongations were observed 
at these higher dose levels. No subject in either trial exhibited an absolute QTc interval greater than 
500 msec or a change from baseline greater than 60 msec, two values cited by regulatory authorities, 
including the FDA, as thresholds of particular concern for cardiac arrhythmias. Nonclinical evalua-
tions exploring possible mechanisms responsible for these QTc changes are being conducted.

Development Plan: Array believes ARRY-797 has an opportunity to address a significant unmet 
medical need in both acute and chronic pain. Given the scope of a development program in pain 
and our strategy to focus on hematology/oncology programs, Array is seeking an appropriate part-
ner to maximize the value of this drug.

Phase 2 Phase 3Phase 1
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Novartis—MEK162

 

Target: MEK
Indication: Cancer

In April 2010, we granted Novartis, under a License Agreement, the exclusive worldwide right to 
develop and commercialize MEK162. Under the agreement, we are responsible for completing our 
ongoing Phase 1 clinical trials of MEK162 as a single agent and MEK162 in combination with pacli-
taxel. Additionally, we have elected to conduct further development of MEK162 as a single agent  
in a Phase 3 trial of patients with low-grade serous ovarian cancer. Novartis is responsible for all 
other development activities. Novartis is also responsible for the commercialization of products 
under the agreement, subject to our option to co-detail approved drugs in the U.S.

Development Status: There are 19 ongoing or planned clinical trials of MEK162, including three 
Phase 3 trials.

The first Phase 3 study is in low-grade serous ovarian cancer, or LGSOC, which Array is conduct-
ing, and began in June 2013. This study, called MILO (MEK Inhibitor in Low Grade Serous Ovarian 
Cancer), will evaluate the efficacy and safety of MEK162 compared to standard chemotherapy 
treatments in 300 patients with recurrent or persistent LGSOC following at least one prior platinum-
based chemotherapy regimen and no more than three lines of prior chemotherapy regimens. The 
primary endpoint is progression-free survival, and the key secondary endpoint is overall survival.

The second Phase 3 study is in NRAS-mutant melanoma, which Novartis is conducting, and began 
in July 2013. The NRAS-mutant melanoma study, called NEMO (NRAS Melanoma and MEK Inhibitor), 
will evaluate the efficacy and safety of MEK162 compared to dacarbazine in 393 patients with 
advanced (Stage IIIC) unresectable or metastatic (Stage IV) NRAS-mutant melanoma. The primary 
endpoint is progression-free survival, and the key secondary endpoint is overall survival. The esti-
mated primary completion date for the NEMO study is October 2014.

The third Phase 3 study, called COLUMBUS (COmbination of LGX818 used with MEK162 in BRAF-
mutant unresectable skin cancer) will evaluate the efficacy and safety of the combination of LGX818 
with MEK162 and LGX818 as a single agent compared to Zelboraf® (vemurafenib) in 900 patients 
with advanced, unresectable or metastatic BRAF-mutant melanoma. Novartis expects to begin this 
Phase 3 trial later in 2013.

Promising data on MEK162 in an ongoing Phase 2 trial of patients with BRAF- and NRAS-mutated 
advanced melanoma were presented at the 2012 ASCO Annual Meeting. In this trial, MEK162 
showed clinical activity and good tolerability in patients with NRAS-mutant melanoma and is the 
first targeted therapy to show activity in this patient population. Novartis is conducting this Phase 2 
open-label trial and continues to enroll patients. As of February 2012, six of the 28 patients with 
NRAS mutations who were evaluable for response had partial responses, including three con-
firmed partial responses, and 13 patients had stable disease. The disease control rate was 68% 
among these patients. The median progression-free survival was 3.65 months (95% CI 2.53–5.39 
months). Common adverse events of all grades were consistent with data reported for the MEK 
inhibitor class and included rash, diarrhea, acneiform dermatitis, edema, creatine phosphokinase 
elevation, central serous retinopathy-like events, nausea and fatigue.

Phase 2 Phase 3Phase 1
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Novartis—MEK162 (cont’d)

Additionally, preliminary data from a Phase 1b dose escalation study of MEK162 in combination 
with Novartis compound LGX818 in patients with BRAF-mutant cancer were presented at the 2013 
ASCO Annual Meeting. This data indicated that these compounds may be safely combined with 
favorable clinical activity. In BRAF inhibitor naïve melanoma patients, the combination of LGX818 
and MEK162 showed a disease control rate (complete response, partial response or stable disease) 
of 100%, and an overall response rate (complete response or partial response) of 88%, including 
one complete response. In melanoma patients who had been previously treated with another BRAF 
inhibitor, the disease control rate was 64%. Also in the study, 33% of colorectal cancer patients 
and 100% of papillary thyroid cancer patients experienced disease control. Preliminary data from 
the Phase 1b study also indicate that LGX818 and MEK162 may be safely combined at intended 
single agent doses. Unlike other BRAF inhibitor/MEK inhibitor combinations, in this study there 
were no febrile (fever) or photosensitivity events and a low incidence of rash was reported to date. 
There were no signs of increased toxicity with the combination versus single agent therapy. In fact, 
the combination showed early signs that it may mitigate some of the on-target adverse events 
common with single BRAF inhibitor therapy, including cutaneous toxicities, myalgia and arthralgia.

Partnered Programs
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AstraZeneca—Selumetinib

 

Target: MEK
Indication: Cancer

In December 2003, we entered into Collaboration and License Agreement with AstraZeneca to 
develop our MEK program. Under the agreement, AstraZeneca acquired exclusive worldwide 
rights to our clinical development candidate, selumetinib (previously known as AZD6244, or  
ARRY-142886), together with two other compounds for oncology indications that we invented  
during the collaboration.

MEK is a key protein kinase in the RAS/RAF/MEK/ERK pathway, which signals cancer cell prolifera-
tion and survival. MEK has been shown to be frequently activated in cancer, in particular in tumors 
that have mutations, including BRAF and NRAS, in the RAS and RAF pathways. Selumetinib is a 
small molecule MEK inhibitor that targets a key position in this pathway.

Development Status: There are 45 ongoing trials with selumetinib, including trials in non-small cell 
lung cancer, or NSCLC, thyroid cancer, melanoma, ocular melanoma, hepatocellular cancer, 
colorectal cancer, pancreatic cancer and breast cancer. AstraZeneca began a pivotal trial called 
ASTRA with selumetinib in thyroid cancer in May 2013 and expects to begin a Phase 3 trial in  
non-small cell lung cancer in 2013. Recent presentations of significant data for selumetinib are 
summarized below.

Phase 2 trial in patients with uveal melanoma—Promising data on selumetinib in an ongoing Phase 
2 trial of patients with uveal melanoma were presented at the 2013 ASCO Annual Meeting. At the 
meeting, Memorial Sloan-Kettering Cancer Center presented data on selumetinib that showed it to 
be the first targeted therapy to demonstrate significant clinical benefit of more than doubling of  
progression-free survival for patients with metastatic uveal melanoma. These results suggest that 
selumetinib has the potential to be a new standard of care for patients with very few treatment 
options. Survival for these patients with advanced disease has held steady at only nine months to  
a year for decades.

Memorial Sloan-Kettering researchers found that progression-free survival in patients receiving 
selumetinib was nearly 16 weeks and 50% of these patients experienced some tumor shrinkage, with 
15% achieving major shrinkage. Patients receiving temozolomide, the current standard of care, achieved 
progression-free survival of seven weeks and no tumor shrinkage. Despite the study’s cross-over 
design—the patients whose tumors progressed on temozolomide began taking selumetinib—there 
was a trend toward improved survival with selumetinib. Selumetinib was generally tolerable, with 
most side effects manageable with conservative supportive care or dose modification.

Phase 2 trial in patients with radioiodine refractory thyroid cancer—In February 2013, a pilot study 
was published in the New England Journal of Medicine reporting the results of a Phase 2 trial in 
which selumetinib demonstrated positive therapeutic activity in patients with RAI-refractory dis-
ease. In that study, selumetinib produced clinically meaningful increases in iodine uptake and 
retention in a subgroup of patients with thyroid cancer that is refractory to radioiodine. Based on 
these results, AstraZeneca has initiated a pivotal trial called ASTRA combining selumetinib with 
radioactive iodine in the treatment of differentiated thyroid cancer.

Phase 2 Phase 3Phase 1
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AstraZeneca—Selumetinib (cont’d)

Phase 2 trial in patients with KRAS-mutant NSCLC—AstraZeneca presented data at the 2012 
ASCO Annual Meeting from its double-blind, randomized Phase 2 study comparing the efficacy  
of selumetinib in combination with docetaxel versus docetaxel alone in second-line therapy in 87 
patients with KRAS-mutation positive, locally advanced or metastatic NSCLC (Stage IIIB–IV). This 
study showed statistically significant improvement in progression-free survival, objective response 
rate, and alive and progression-free at six months, as well as a trend for improvement in median 
overall survival in favor of selumetinib in combination with docetaxel versus docetaxel alone (9.4 
months versus 5.2 months; 56 events, median follow-up 219 days) but did not reach statistical sig-
nificance. Hazards were non-proportional (HR 0.80; 80% CI 0.56, 1.14; 1-sided p=0.2069). All sec-
ondary endpoints, including response rate (selumetinib/docetaxel 37%, docetaxel 0%; p<0.0001) 
and progression-free survival (selumetinib/docetaxel 5.3 months, docetaxel 2.1 months; 71 events; 
HR=0.58; 80% CI 0.42, 0.79; 1-sided p=0.0138), were significantly improved for selumetinib in 
combination with docetaxel versus docetaxel alone. The tolerability profile of selumetinib in combi-
nation with docetaxel was consistent with previously conducted studies. There was an increased 
incidence of Grade 3 or 4 neutropenia and febrile neutropenia and of Grade 1 or 2 diarrhea in 
patients receiving the selumetinib combination versus docetaxel alone. This study was the first 
completed randomized combination trial with a MEK inhibitor in KRAS-mutant advanced NSCLC 
and Array believes was the first prospective study to demonstrate clinical benefit as defined by 
response rate and progression-free survival of a targeted therapy for patients with KRAS-mutant 
cancer of any type.

Phase 2 trial in patients with recurrent LGSOC or peritoneal cancer—The Gynecologic Oncology 
Group presented results of a Phase 2 trial with selumetinib in women with recurrent low-grade 
serous ovarian or peritoneal cancer at the 2012 American Association for Cancer Research Annual 
Meeting. This trial was funded by the National Cancer Institute and run by the Gynecologic 
Oncology Group. In the reported trial, 52 women each received 100-mg doses of selumetinib orally 
twice daily in four-week cycles until disease progression or toxicity. The median number of cycles 
received was 4.5; 33% received 12 or more cycles. Prior to the trial, 58% of the patients in the trial 
had received three or more rounds of chemotherapy. The disease control rate, defined as either 
complete or partial response or progression-free survival or progression-free survival of greater 
than six months, was 81% of patients. Eight patients had complete (1) or partial (7) responses, and 
34 (63%) had progression-free survival of greater than six months. The median survival rate without 
cancer progression was 11 months. Only three patients experienced grade 4 adverse events.

Partnered Programs
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ASLAN Pharmaceuticals—
ASLAN001 (ARRY-543)

 

Target: HER2/EGFR
Indication: Gastric Cancer

In July 2011, we entered into a Collaboration and License Agreement with ASLAN Pharmaceuticals 
to develop Array’s HER2/EGFR inhibitor, ASLAN001 (ARRY-543), which is currently in Phase 2 devel-
opment in patients with gastric cancer in Asia. ASLAN001 is a novel, selective and oral HER2/
EGFR inhibitor, and has shown clinical activity in both HER2-positive and EGFR-positive tumors.

Gastric cancer is a major public health problem in East Asia. Patients with locally advanced, meta-
static or recurrent disease have a poor prognosis, with an overall median survival of approximately 
11 months. EGFR and HER2 receptors are commonly over-expressed together in gastric cancer. 
Data from pivotal studies of Herceptin® (trastuzumab), indicate that the activity of this drug is lim-
ited to the subset of patients whose disease has amplified copies of the HER2 gene. We believe 
ASLAN001 has the potential to augment or supersede the activity of Herceptin in this population, 
and in the broader population of gastric cancers that co-express both EGFR and HER2 receptors.

In a Phase 1 trial, ASLAN001 produced prolonged stable disease in patients with solid tumors who 
had previously failed prior treatments. Tablets of ASLAN001 were well tolerated up to 500 mg twice 
daily dosing. Systemic concentrations of ASLAN001 increased with escalating doses at all dose 
levels tested. Sixty percent of patients receiving doses of 200 mg twice daily and higher had pro-
longed stable disease.

In a Phase 1 expansion cohort in patients with HER2-positive metastatic breast cancer or other 
ErbB-family cancer, ASLAN001 was generally well tolerated and demonstrated evidence of tumor 
regression and prolonged stable disease in EGFR- and HER2-expressing cancers. Twenty-one 
metastatic breast cancer patients were evaluated: of the 12 with available biopsies, eight were con-
firmed HER2-positive. Of the confirmed patients with HER2-positive metastatic breast cancer in this 
study, 63% had stable disease. Clinical benefit (measured by tumor regression or stable disease) 
was demonstrated in five of the eight confirmed HER2 patients and patients with confirmed co-
expression of HER2 and EGFR tended to have the best clinical benefit. In a cohort of patients with 
other cancers shown to over-express HER2 and EGFR, a patient with cholangiocarcinoma experi-
enced a tumor marker response that was accompanied by a 25% regression of target lesions.

In a Phase 2 clinical trial in patients with gastric cancer, ASLAN001 reduced cell proliferation and 
cell survival in gastric tumors that were either co-expressing EGFR and HER2 or that were HER2 
amplified. This is the first time a drug has shown activity in this patient population. The burden of 
gastric cancer is particularly severe in Asia. It is the most prevalent cancer in males in China, 
where it is estimated to affect over half a million people. The Phase 2, open-label, multi-center 
study was conducted in South Korea, and was designed to evaluate the biological activity of 
ASLAN001 in patients with recurrent/metastatic gastric carcinoma whose tumors were HER2 
amplified or co-expressing EGFR and HER2. Twenty-three patients, who had previously failed on 
one or more rounds of chemotherapy and, where eligible, trastuzumab, each received 500 mg of 
ASLAN001 orally twice daily as monotherapy for 28 days. In this heavily pretreated population, 
ASLAN001 led to a downregulation of signaling pathways responsible for cell proliferation, and a 
reduction in cell survival and cell proliferation. Toxicities observed were consistent with other drugs 
in this class and the previously reported profile of this compound.

Development Status: During fiscal 2013, ASLAN reported positive results for a Phase 2a clinical 
trial with ASLAN001 in Asia in patients with gastric cancer and intends to begin a randomized 
Phase 2b study in gastric cancer and is exploring the use of ASLAN001 in other indications.
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InterMune (program now owned 
by Roche)—Danoprevir

 

Target: NS3/4 Protease
Indication: Hepatitis C virus

In 2002, we entered into a Drug Discovery Collaboration Agreement with InterMune for the discov-
ery of novel small molecule inhibitors of the Hepatitis C Virus, or HCV, NS3/4A protease. As a result 
of drug discovery activities under this collaboration, scientists at Array and InterMune jointly dis-
covered danoprevir. In October 2010, Roche acquired danoprevir from InterMune for $175 million. 
InterMune thereafter ceased all further development efforts under the collaboration.

Development Status: In 2011, Roche expanded its portfolio of investigational medicines for HCV 
through the purchase of danoprevir. The hepatitis market is evolving and, to meet the different 
needs of people infected with HCV, future treatment options are likely to include interferon-free, as 
well as interferon-containing triple- and quadruple-combination therapy regimens. Roche has sev-
eral oral, direct-acting antiviral agents in late-stage development for HCV, including danoprevir, which 
is currently in Phase 2. Danoprevir is being studied in the following Phase 2 trials: MATTERHORN, 
which compares interferon-free, interferon-based triple and interferon-based quadruple regimens 
in patients who failed interferon/RBV and ANNAPURNA, which is an interferon-free combination of 
different direct-acting antivirals in treatment naïve patients. Roche also conducted Phase 2 trials 
with danoprevir, DAUPHINE and INFORM-SVR.

In April 2012, Roche announced data at the Annual Meeting of the European Association for the 
Study of the Liver Congress from the DAUPHINE and INFORM-SVR studies. The DAUPHINE trial 
showed high sustained viral response, or SVR, rates, maintaining undetectable viral levels 12 weeks 
after stopping treatment, and good tolerability with danoprevir in interferon-containing regimens  
for HCV. In this trial, up to 93% of genotype 1 and 100% of genotype 4 patients achieved  
SVR12 with ritonavir-boosted danoprevir, interferon and ribavirin, considered a clinical cure. In  
the INFORM-SVR Phase 2 trial, 71% of genotype 1b patients achieved SVR12 with boosted  
danoprevir, mericitabine and ribavirin as part of an interferon-free regimen.

In April 2013, Roche and Ascletis announced that they will collaborate to develop and commercial-
ize danoprevir in China. It is estimated that over 10 million patients in China are chronically infected 
with HCV. The majority of these patients are genotype 1b, which has been shown to be responsive 
to danoprevir. Roche and Ascletis are collaborating to develop a therapy with the potential to address 
a serious public health problem and to provide an effective new treatment option for Chinese 
patients with HCV.
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Genentech—GDC-0068 
(RG7440)

 

Target: AKT
Indication: Cancer

We entered into a Drug Discovery Collaboration Agreement with Genentech, a member of the 
Roche Group, in December 2003 to develop small molecule drugs against multiple therapeutic  
targets in the field of oncology. We initiated this collaboration to advance two of our proprietary 
oncology programs into clinical development. These programs included small molecule leads we 
had developed along with additional, related intellectual property. In 2005, 2008, and 2009, we 
expanded our collaboration with Genentech to develop clinical candidates directed against addi-
tional targets.

Development Status: In June 2011, Genentech advanced one collaborative drug, GDC-0068, an 
AKT inhibitor, into a Phase 1b, open-label, dose escalation trial evaluating the safety and pharma-
cology of GDC-0068 in combination with either Taxotere (docetaxel) or mFOLFOX6 (fluoropyrimine) 
plus oxaliplatin in patients with advanced solid tumors. At the 2012 ASCO Annual Meeting, Genentech 
presented results from this trial showing that GDC-0068, when combined with Taxotere or mFOLFOX6, 
was safe and well tolerated up to the single agent maximum tolerated dose (600 mg). There were 
no dose limiting toxicities observed during dose escalations; one out of 47 patients discontinued 
due to GDC-0068-related adverse events. There were no pharmacokinetic interactions observed 
between GDC-0068 and Taxotere or mFOLFOX6. Both combinations show evidence of clinical 
benefit, including patients with PI3K/Akt pathway alterations and with prior treatment with taxanes 
or platinum agents. This trial continues to enroll and evaluate patients in dose expansion cohorts.

In addition, GDC-0068 is being evaluated in the following clinical trials:

 1.  Phase 2 trial with GDC-0068 in combination with fluoropyrimidine plus oxaliplatin in patients 
with advanced or metastatic gastric or gastroesophageal junction cancer;

 2.  Phase 1b/2 trial with GDC-0068 or GDC-0980, a PI3 kinase/mTor dual inhibitor, with abi-
raterone acetate versus abiraterone acetate in patients with locally advanced castration- 
resistant prostate cancer;

 3.  Phase 1 trial with GDC-0068 in combination with GDC-0973, a MEK inhibitor being developed 
in collaboration with Exelixis, to evaluate the safety, tolerability and pharmacokinetics of  
GDC-0068 in patients with locally advanced or metastatic solid tumors; and

 4.  Phase 1 trial with GDC-0068 in patients with refractory solid tumors.

Phase 2 Phase 3Phase 1
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Eli Lilly—LY2606368

 

Target: Chk-1
Indication: Cancer

IIn 1999 and 2000, Array entered into collaboration agreements involving small-molecule Chk-1 
inhibitors with ICOS Corporation. LY2603618 and LY2606368 resulted from the collaboration 
between Array and ICOS. Eli Lilly and Company acquired ICOS in 2007.

Development Status: While there are currently four ongoing LY2603618 Phase 1b/2 clinical trials in 
cancer, Lilly has communicated that it does not intend to pursue further development of the drug. 
LY2606368 recently entered Phase 2 development for cancer.
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VentiRx—VTX-2337

 

Target: Toll-like Receptor
Indication: Cancer

In February 2007, we entered into a licensing and collaboration agreement with the privately held 
biopharmaceutical company VentiRx, under which we granted VentiRx exclusive worldwide rights 
to certain molecules from our TLR program. The program contains a number of compounds target-
ing TLRs to activate innate immunity, including VTX-2337.

VTX-2337 directly activates multiple components of the innate immune system, including activation 
of human myeloid dendritic cells, or mDCs, monocytes and natural killer, or NK, cells resulting in 
the production of high levels of mediators known to orchestrate the integration of innate and adap-
tive anti-tumor responses. Results from preclinical models suggest that combining VTX-2337 with 
some chemotherapies and monoclonal antibodies demonstrate a synergistic effect in stimulating a 
variety of immune pathways associated with anti-tumor activity including antibody-directed cellular 
cytotoxicity, or ADCC. Early data from an ongoing Phase 1 trial in squamous cell carcinoma of the 
head and neck, or SCCHN, demonstrated that the combination was safe and well tolerated, and 
demonstrated activation of NK cells following dosing with VTX-2337.

Development Status: VTX-2337 is being evaluated in a Phase 2 trial to investigate whether combin-
ing VTX-2337 with pegylated liposomal doxorubicin, or PLD, standard second-line chemotherapy 
for ovarian cancer patients, has the potential to improve overall survival compared to PLD alone. 
VTX-2337 is also being evaluated in “ACTIVE8” a randomized, placebo-controlled, Phase 2 trial in 
combination with a standard of care regimen, cetuximab, platinum and 5 Fluorouracil, or 5-FU, in 
patients with recurrent or metastatic SCCHN.

Phase 2 Phase 3Phase 1

Partnered Programs

18



Array BioPharma 2013 Annual Report

To our 
STakeholderS

STraTegy

ProducT 
PiPeline

diSeaSe areaS

ParTnerShiPS

FinancialS

corPoraTe 
inFormaTion

Oncothyreon—ARRY-380

 

Target: HER2
Indication: Breast Cancer

In May 2013, we entered into a Development and Commercialization Agreement with Oncothyreon 
Inc. to collaborate on the development and commercialization of ARRY-380, an orally active, reversible 
and selective small-molecule HER2 inhibitor, for the treatment of cancer, including breast cancer.

Oncothyreon will be responsible for conducting the clinical development of ARRY-380 through a 
defined set of proof-of-concept trials in patients with metastatic breast cancer, including patients 
with brain metastases. In 2013, Array completed a Phase 1 clinical trial of ARRY-380 in patients 
with heavily pre-treated metastatic breast cancer, which demonstrated that the compound was  
well tolerated and had anti-tumor activity. ARRY-380 has demonstrated superior activity, based on 
overall survival, compared to Tykerb® (lapatinib) and to the investigational drug, neratinib, in an 
intracranial HER2+ breast cancer xenograft model. This provides a strong rationale to explore 
whether ARRY-380 can provide benefit to patients with brain metastases, which occur in approxi-
mately one-third of women with metastatic HER2+ breast cancer.
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Genentech—GDC-0425 
(RG7602) and GDC-0575 
(RG7741)

 

Target: Chk-1 Receptor 
Indication: Cancer

In August 2011, Array and Genentech entered into a License Agreement for the development of 
each company’s small-molecule Chk-1 program in oncology. The programs include Genentech’s 
compound GDC-0425 (RG7602), and Array’s compound GDC-0575 (previously known as  
ARRY-575), both of which are being tested in Phase 1 trials in patients with cancer.

Development Status: In April 2012, Genentech initiated a Phase 1 multiple ascending dose trial to 
evaluate GDC-0575 alone and in combination with Gemzar® (gemcitabine) in approximately 90 
patients with refractory solid tumors or lymphoma. In addition, Genentech continued to advance 
GDC-0425 in a Phase 1 multiple ascending dose trial alone and in combination with Gemzar in 
approximately 75 patients with refractory solid tumors or lymphoma.
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Genentech—GDC-0994 
(RG7842)

 

Target: Undisclosed
Indication: Cancer

In July 2013, Genentech advanced a collaborative drug, GDC-0994, in a Phase 1 dose-escalation 
study in patients with locally advanced or metastatic solid tumors.
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Disease Areas

MM is a hematological cancer characterized by the neoplastic proliferation of plasma cells that 
accumulate in the bone marrow and produce a monoclonal immunoglobulin (Ig)-heavy and/or light 
chain (paraprotein, M-protein). Plasma cells normally produce antibodies to fight infection and 
 disease. In MM, plasma cells proliferate in the bone marrow, which often leads to extensive bone 
destruction including osteolytic lesions, osteopenia, hypercalcemia, fractures and myelosuppression. 
Myelosupression can lead to anemia, recurrent bacterial infections and bleeding. The deposition  
of immunoglobulin (M-protein) can lead to renal failure.

MM is the second most common hematologic malignancy, and treatments garner significant sales 
due to the cost of treatment regimens and relatively long life expectancies of patients. Despite 
advances in therapy over the last decade, it remains an incurable, fatal disease in nearly all patients. 
It primarily afflicts the elderly with median age at diagnosis of 68 for men and 70 for women in the 
U.S. The annual incidence of newly diagnosed MM patients is approximately 48 thousand in the 
seven major global markets (U.S., France, Germany, Italy, Spain, the U.K. and Japan) with approxi-
mately 19 thousand in the U.S. Survival has increased in recent years to approximately five years 
for patients able to undergo stem cell transplant in combination with high-dose targeted drug therapy. 
There were over 71 thousand patients with MM in the U.S. in 2009.

Market growth of therapies that treat MM is expected to be strong, with sales across the seven 
major pharmaceutical markets forecasted to grow annually by 5.6% from $3.6 billion in 2010 to 
$6.2 billion in 2020. This growth will be driven by three factors:

 1.  Increased efficacy of current treatments, notably the leading targeted therapies (the 
 proteasome inhibitor Velcade®, and the IMiDs, Revlimid® and Thalomid®), leading to 
 longer life expectancy and allowing for more drug therapy to be administered over the 
disease course;

 2.  Increased use of existing and new drug combinations, particularly combinations with 
Velcade and Revlimid, leading to higher overall regimen costs; and

 3.  Introduction and uptake of new, higher-cost therapies, particularly greater uptake of 
Revlimid and anticipated launch of premium priced next generation proteasome inhibitors 
and IMiDs such as Kyprolis® and Pomalyst®.

Despite progress in treating MM, current treatments do not cure the disease and are accompanied 
by high toxicity. Patients who have become refractory to both IMiD and proteasome inhibitor therapy 
have a particularly poor outcome, with a median overall survival of six to nine months. Therefore, 
opportunities remain for drug therapies with novel mechanisms of action and/or drugs that can 
treat refractory patients and can act synergistically with existing leading therapies.

ARRY-520 targets KSP, a novel mechanism of action in MM, distinct from the approved proteasome 
inhibitors and IMiDs. Preclinically, ARRY-520 showed significant single-agent activity in disease 
models resistant to standard-of-care drugs. Furthermore, ARRY-520 was highly active in vivo in 
preclinical MM models, and demonstrated synergy with proteasome inhibitors and IMiDs, suggest-
ing the potential for combining with these standard-of-care therapies. In clinical trials, ARRY-520 
has demonstrated single-agent activity in heavily pretreated patients; it is one of the few non-IMiD 
or proteasome inhibitor drugs to show single-agent activity in this patient population. ARRY-520 
has also demonstrated clinical activity in MM patients when combined with dexamethasone, Kyprolis 
or Velcade in disease refractory to Revlimid and Velcade. This clinical activity supports the potential 
for further development of ARRY-520 in patients refractory to other therapies.

Based on this activity, we believe ARRY-520 has potential in combination with other standard-of-care 
therapies in relapsed and refractory MM.

multiple myeloma  
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Formerly known as “pre-leukemia,” MDS are a spectrum of diseases in which the bone marrow 
does not make enough normal blood cells. Patients with MDS develop severe anemia, and platelet 
and neutrophil cytopenias, due to bone marrow failure. As MDS progresses, patients require frequent 
blood and platelet transfusions, and are prone to severe and fatal infections and bleeding episodes. 
Approximately 30% of MDS patients progress to Acute Myeloid Leukemia, or AML, which is esti-
mated at over 10 thousand deaths in 2013 in the U.S. MDS primarily afflicts the elderly, with a 
median age at diagnosis of 71 years.

According to an article published in the Journal of Clinical Oncology, in June 2010, there were  
45 thousand new cases of MDS during 2003 in the U.S. This is four to five times greater than official 
estimates of MDS incidence based on the National Cancer Institute Surveillance, Epidemiology and 
End Results Program. The analysis also concluded that MDS patients have debilitating comorbidities, 
with significantly greater frequency than the overall population, such as cardiac complications (73%), 
dyspnea (49%), diabetes (40%) and severe infections (22%). Further, over a three-year period, 40% 
of MDS patients died compared with 15% for the overall population of the same age. These findings 
on the significance of comorbidities have been demonstrated in other studies. Notably, in a recent 
subpopulation study of “low” grade MDS patients at M.D. Anderson Cancer Center, infections were 
the most common cause of disease-related death (38%), with hemorrhage (13%) also significant. 
These findings underscore the importance of addressing aspects of the disease such as neutrophil 
and platelet deficiencies and may support earlier therapeutic interventions.

Market growth of therapies that treat MDS is forecast to grow by almost 8% annually from 2010 to 
2017; total sales of existing therapies are projected to increase from approximately $750 million in 
2010 to $1.3 billion in 2017 across the seven major pharmaceutical markets. This forecast does not 
include additional potential growth resulting from any novel, emerging therapies. Current approved 
therapies on the market include Vidaza® (azacitidine), Revlimid® and Dacogen® (decitabine). Vidaza 
and Revlimid will have captured 83% of the market by end of 2011, although a complete response 
following treatment with these agents is rare. We expect the recent approvals of these agents for 
MDS to also drive an increase in the overall drug-treated population, because access to these 
agents will encourage treatment and because there are no other therapeutic drug options currently 
available.

A limited number of other therapies that target key players in the underlying biology of MDS are 
being investigated in MDS including p38 MAPK and Tie2. p38 is well-known for its role in the regu-
lation of cytokine and chemokine signaling and production. There is a growing understanding of 
the role of p38 in the modulation of apoptosis and survival. Tie2 signaling may promote stromal cell 
quiescence and production of myelosuppressive cytokines leading to inappropriate apoptosis.

We believe ARRY-614, a potent, small-molecule dual p38/Tie2 inhibitor, may be effective in the 
treatment of MDS, particularly in settings where hypomethylating agents such as Vidaza and 
Dacogen have failed, by providing clinical benefit through multi-lineage hematologic improvement 
(i.e., an increase in red blood cells, neutrophil cells and platelets), thereby reducing the need for 
red blood cell and platelet transfusions. A Phase 1, dose-escalation/expansion study of single-agent 
ARRY-614 was conducted in patients with IPSS low- or intermediate-1 risk MDS, for whom treatment 
with approved therapies, including hypomethylating agents and lenalidomide, had failed. Clinical 
activity including hematologic improvement was demonstrated. A second Phase 1 trial in a similar 
patient population with an optimized formulation of ARRY-614 is ongoing.

myelodysplastic 
Syndromes  
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Lung cancer is the leading cause of cancer-related mortality in the U.S. Lung cancer forms in the 
tissues of the lung, usually in the cells lining air passages. The two main types of lung cancer are 
NSCLC, which represents about 85%, and small cell lung cancer, or SCLC, which represents about 
15% of lung cancer. In 2013, the estimated new cases and deaths from all lung cancer in the U.S. 
were approximately 228 thousand and 159 thousand, respectively. Globally, over 1.6 million new 
cases of lung cancer are diagnosed every year and nearly 1.4 million people die as a result of this 
devastating disease; more than breast, colon and prostate cancer combined. The overall five-year 
relative survival rate for the period of 2002 to 2008 for patients with lung cancer was 15.9%. The 
five-year relative survival rate varies markedly depending on the stage at diagnosis, from 52% to 
25% to 4% for patients with local, regional and metastatic disease, respectively.

Patients with resectable disease may be cured by surgery or surgery plus adjuvant chemotherapy. 
Local control can be achieved with radiation therapy in a large number of patients with unresectable 
disease, but a cure is seen only in a small number of patients. Patients with locally advanced, 
unresectable disease may have long-term survival with radiation therapy combined with chemo-
therapy. Patients with advanced metastatic disease may achieve improved survival and palliation  
of symptoms with chemotherapy; however, metastatic NSCLC remains a fatal disease.

Market growth of NSCLC drug therapies is expected to grow annually by 2.5% from $4.2 billion in 
2010 to $5.4 billion in 2020. Generic price erosion of key agents such as Alimta® (pemetrexed) we 
believe will be offset by the recent approval by the FDA of Xalkori® (crizotinib), which is a targeted 
therapy utilizing the anaplastic lymphoma kinase biomarker, and the anticipated introduction of 
several novel classes of agents. The need for more effective and less toxic therapies as alternatives 
to, or in combination with, chemotherapy has led to the investigation of targeted therapies. Mutations 
in the KRAS gene are among the most common mutations in NSCLC, being found in approximately 
26% of patients, which amounts to approximately 415 thousand patients globally. Typically, KRAS 
mutations activate the RAS/RAF/MEK/ERK pathway, contributing to unregulated cell growth and 
survival. Therapies that target this aberrant pathway, including MEK inhibitors, would therefore be 
expected to have therapeutic activity in patients with mutated KRAS. Promising data from a double-
blind, randomized Phase 2 study comparing the efficacy of selumetinib, a MEK inhibitor we licensed 
to AstraZeneca, in combination with docetaxel versus docetaxel alone in second-line patients with 
KRAS mutation-positive locally advanced or metastatic NSCLC were presented at the 2012 ASCO 
Annual Meeting. This study showed statistically significant improvement in progression-free sur-
vival, objective response rate, and alive and progression-free at six months, as well as a trend  
for improvement in overall survival in favor of selumetinib in combination with docetaxel versus 
docetaxel alone.

lung cancer 
(mek162 and  
Selumetinib— 
mek inhibitors)
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Melanoma is the deadliest form of skin cancer. The number of new malignant melanoma cases has 
been increasing substantially over the past 30 years and at a rate that is among the fastest grow-
ing of any human cancer. According to the American Cancer Society, the estimated new cases 
and deaths from melanoma in the U.S. in 2013 are approximately 77 thousand and 9 thousand, 
respectively. Prognosis is heavily dependent upon stage of the disease. The outlook for patients 
with metastatic disease is poor, with the five-year survival rate of approximately 16%.

The optimal treatment for melanoma varies with the stage of the disease. In patients with early dis-
ease, surgical excision is the treatment of choice, with some of these patients receiving adjuvant 
therapy with interferon alfa, or IFNa. Surgical excision of limited distant metastatic disease can 
occasionally produce durable benefit, but most patients with distant metastases require systemic 
therapy. Systemic therapies include chemotherapy and immunotherapy, used either alone or in 
combination.

Market growth of melanoma drug therapies is expected to be strong, with sales across the seven 
major pharmaceutical markets forecasted to grow annually by 22% from $210 million in 2010 to 
$1.5 billion in 2020. This forecasted growth is driven largely by recent and anticipated launches of 
several novel, high-priced therapies expected to capture substantial market share over time.

Mutations that activate the RAS/RAF/MEK/ERK pathway are common in melanoma, with BRAF-
mutations in 40% to 60%, and NRAS mutations in 15–20% of melanoma patients, suggesting the 
therapeutic potential for agents that target this pathway in melanoma. Following Roche’s launch of 
the BRAF inhibitor Zelboraf® (vemurafenib) in 2011, several additional therapies that target this 
pathway are under study. Included among these are several MEK inhibitors. Recently, both Mekinist® 
(trametinib), a MEK inhibitor and Tafinlar® (dabrafenib), a BRAF inhibitor from GlaxoSmithKline were 
approved for patients with BRAF-mutated melanoma, and supplemental New Drug Applications, or 
NDAs, for the combination of Mekinist plus Tafinlar were submitted to the FDA. The combination of 
these 2 drugs has potential to become the standard of care for BRAF-mutated melanoma.

As MEK inhibitors target the RAS/RAF/MEK/ERK pathway, which is activated with BRAF-mutation, 
they may also have the potential for activity not only in patients with BRAF-mutant melanoma, but 
also in patients with tumors that harbor mutations in the NRAS gene, who currently have no ade-
quate treatment option and poor prognosis. Promising data on MEK162 in an ongoing Phase 2 trial 
of patients with BRAF- and NRAS-mutated advanced melanoma was presented at the 2012 ASCO 
Annual Meeting. MEK162 showed clinical activity and good tolerability in this patient population. 
This is the first targeted therapy to show activity in patients with NRAS mutated melanoma.

An additional area of interest is metastatic uveal melanoma based on data presented at ASCO 2013 
by Memorial Sloan-Kettering Cancer Center, which showed selumetinib to be the first targeted ther-
apy to demonstrate a more than doubling of progression-free survival compared with temozolomide 
for patients with gnaq/Gna11 mutant metastatic uveal melanoma. Uveal melanoma is rare, with only 
2,500 cases diagnosed in the U.S. each year. Almost half of those patients will develop metastatic 
disease and survival for patients with advanced disease is only 9–12 months. Uveal melanoma 
patients have a very high unmet clinical need since the disease does not respond to the drugs 
used to treat melanoma on the skin. There is no drug approved specifically for treatment of meta-
static uveal melanoma, and the indication may serve as a fast-to-patient strategy for selumetinib.

melanoma  
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Disease Areas (cont’d)

Thyroid cancer has become the fastest increasing cancer in the U.S. with estimates of 60 thousand 
new cases and 1,850 deaths in 2013. The rapid increase in incidence rates is thought to be largely 
due to increased and earlier detection. Thyroid cancer strikes relatively young patients, with most 
initial diagnoses between ages 20 and 54, and occurs two to three times more often in women than 
in men, placing it as the fifth most common malignancy diagnosed in women.

Most thyroid cancers can be treated successfully with an overall five-year survival rate of 96%. 
However, even when therapy is successful, the disease remains burdensome and potentially lethal; 
patients must be tested routinely for the rest of their life, with as many as 35% of thyroid cancers 
recurring, one-third of which occur more than 10 years after initial treatment.

In disease that has not metastasized, partial or total surgical excision of the thyroid gland is the 
 primary treatment, followed by radioiodine therapy, or RAI, to kill off residual cancer cells, and 
 usually thyroid hormone suppression therapy for maintenance to prevent recurrence. For metastatic 
disease, RAI is the leading therapeutic option. However, a significant number of patients have 
 disease not receptive to RAI therapy, or RAI-refractory disease, and have few effective treatment 
alternatives. This remains a significant unmet need, as distant metastases are the most frequent 
cause of death for patients with papillary or follicular thyroid cancers which account for 90% of 
 thyroid tumors, and decreased RAI incorporation into metastatic sites has been shown to be 
 associated with higher mortality.

Novel therapies that target the RAS/RAF/MEK/ERK pathway and specific molecular abnormalities 
such as BRAF and NRAS mutations have a strong scientific underpinning for activity in this disease, 
with BRAF mutations in approximately 39%, and NRAS mutations in approximately 7% of thyroid 
cancers. In a pilot study published in the February 14, 2013 edition of the New England Journal of 
Medicine, selumetinib has shown positive therapeutic activity in patients with RAI-refractory disease. 
Based on these results, AstraZeneca has announced a pivotal trial combining selumetinib with 
radioactive iodine in the treatment of differentiated thyroid cancer.

Thyroid cancer  
(Selumetinib— 
mek inhibitor)
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Ovarian cancer is the ninth most common cancer among women, the fifth leading cause of cancer-
related death among women and is the deadliest of gynecologic cancers. Serous ovarian cancer 
represents the largest group of ovarian cancer and is considered to consist of two main subtypes: 
low-grade and high-grade. LGSOC represents up to 10% of ovarian cancer diagnoses, and it is 
estimated that over 10 thousand women are living with the disease in the U.S. and Europe.

Women diagnosed with LGSOC are generally diagnosed at a younger age and live longer, but 
have a lower response rate to conventional chemotherapy compared to high-grade serous ovarian 
cancer patients. Treatment for these patients involves surgery and multiple anti-cancer regimens 
for advanced disease. Following first-line treatment with a platinum-based regimen, less than 4%  
of patients show a response to additional rounds of chemotherapy. Historic data suggest a median 
progression-free survival of only seven months for this population. This along with the relative 
chemo-resistant nature of this disease underscores the high unmet need among these patients.

At the 2012 American Association for Cancer Research Annual Meeting, or AACR, proof-of-concept 
data on selumetinib was presented showing an overall response rate of 15% and clinical benefit 
rate of 81% in patients with platinum-resistant LGSOC. When compared with historic data related to 
chemotherapy and hormonal therapy, two commonly used treatments for LGSOC, treatment with a 
MEK inhibitor demonstrated improved clinical activity and in a more heavily pre-treated population.

Based on this data and other research, Array has advanced MEK162 in this extremely high unmet 
need patient population with the MILO study under our License Agreement with Novartis.

low-grade Serous 
ovarian cancer  
(mek162— 
mek inhibitor)
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Disease Areas (cont’d)

Asthma is a chronic condition of the airways that currently poses one of the more significant public 
health burdens. According to the American Lung Association, in 2009 an estimated 25 million 
 individuals had asthma, resulting in approximately 3,500 deaths per year and nearly $56 billion in 
medical treatment and lost productivity. Worldwide, approximately 235 million people experience 
asthma, and around 180 thousand deaths are attributed to the disease annually.

Asthma is a heterogeneous disease, caused by a combination of environmental and genetic factors, 
which can wax and wane, with varying frequency and severity among individual patients. Asthma 
triggers include: indoor allergens, outdoor allergens, tobacco smoke, chemical irritants, air pollution, 
cold air, extreme emotional arousal, aspirin, beta blockers and physical exercise. Many asthmatics 
have a genetic disposition for the disease. Allergic asthma represents approximately half of the 
asthma population and is associated with elevated IgE, mast cell degranulation, and activation of 
Th2, and eosinophils. The PGD2/CRTh2 axis plays a key role in the migration and activation of 
inflammatory cells leading to many symptoms of asthma including coughing, difficulty breathing 
and exacerbations.

Currently, for chronic treatment of asthma, there are a wide range of treatment options with a variety 
of delivery mechanisms. Despite the range of available therapies, there remains a significant need 
for a convenient, safe and effective therapy for patients with asthma. Specifically, oral medications 
may provide improved adherence relative to inhaled therapies.

The asthma market is projected to be flat through 2021, with sales of $14.7 billion in 2011 and 
$14.9 billion in 2021. Pricing pressure due to generic and/or branded-generic price erosion and 
increased product competition will constrain the market, but the uptake of high-priced, once-daily, 
long-acting beta2 agonist, or LABA/inhaled corticosteroid, or ICS, combinations and novel anticy-
tokine agents will help offset these constraining factors from 2014 to 2021.

Although there are a number of drug classes being explored for the treatment of asthma, there are 
currently no approved drugs directly targeting the PGD2/CRTh2 axis, which is present in about half 
of the asthma population. Array is developing a novel oral drug, ARRY-502, an antagonist of the 
CRTh2 receptor, which, if proven safe and effective, could allow for targeted treatment for asthma 
patients with the Th2 gene signature across mild, moderate and severe disease.

asthma  
(arry-520—crTh2 
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Patients are treated for almost 320 million cases per year of acute and sub-acute pain in the U.S. 
alone. Acute and sub-acute pain occurs under a broad set of circumstances including bone frac-
tures, postoperative pain in planned surgical or trauma/emergency settings, severe migraine 
attacks, arthritis flares and breakthrough cancer pain. For example, surgical patients typically 
experience moderate to severe pain up to a few weeks after the procedure. 

Chronic pain presents perhaps an even more significant burden, with about half of all adults expe-
riencing chronic pain in their lifetime. According to a recent report to the U.S. Department of Health 
and Human Services by the Institute of Medicine, chronic pain affects an estimated 116 million adults 
in the U.S. and costs the nation up to $635 billion per year in medical treatment and lost productivity. 
Chronic pain, variously defined as a pain condition that persists or recurs for a duration of greater 
than three or greater than six months depending on the specific condition, includes a wide range 
of conditions including arthritic pain, inflammatory pain, chronic low back pain, fibromyalgia, 
 neuropathic pain (e.g., post-herpetic neuralgia, painful diabetic neuropathy), chronic headache  
and cancer pain.

The major analgesic pain therapies currently on the market, including opioids, NSAIDs and selective 
COX-2 inhibitors, have side effect and efficacy issues. Opioids are the most commonly prescribed 
drug class in the U.S., with 15% to 20% of doctor visits involving an opioid prescription, and four 
million Americans per year prescribed a long-acting opioid. Opioids are efficacious in the manage-
ment of pain, but have considerable side effects including nausea, vomiting, constipation, respiratory 
depression and cognitive dysfunction. Perhaps even more significant, opioid drug abuse is a major 
concern. Since 1999, deaths in the U.S. involving opioids have more than tripled to 14,800 in 2008, 
accounting for over 40% of all drug poisoning deaths. In addition, for every unintentional overdose 
death related to an opioid analgesic, nine persons are admitted for substance abuse treatment,  
35 visit emergency departments, 161 report drug abuse or dependence, and 461 report nonmedical 
uses of opioid analgesics. NSAIDs have demonstrated pain reduction that is modest but less effi-
cacious than opioids. Although NSAIDs have overall a more favorable safety profile than opioids, 
renal toxicity and gastrointestinal bleeding are associated with their use. COX-2 inhibitors, though 
possibly offering less gastrointestinal toxicity than NSAIDs, still result in other side effects associated 
with NSAIDs, most notably adverse cardiovascular effects. Most drugs in this class have been 
withdrawn from the U.S. market, with the notable exception of Celebrex® (celecoxib).

Market growth of drug therapies used in acute, sub-acute and chronic pain settings is expected to 
be moderate. Sales across the seven major pharmaceutical markets for acute and sub-acute pain 
are forecasted to grow annually by 3% from $17.4 billion in 2010 to $22.1 billion in 2018. Sales for 
chronic pain are forecasted to grow annually by 4% from $21.1 billion in 2010 to $29.0 billion in 2018.

Few innovative pain therapeutics have successfully emerged from clinical development in recent 
years. We believe there is an opportunity for a novel drug with efficacy comparable to opioids, 
NSAIDs and COX-2 inhibitors for the treatment of patients who are intolerant of, or refractory to, these 
classes of drugs. Further, there is an opportunity in several inflammatory pain conditions affecting 
large populations, such as rheumatoid arthritis and ankylosing spondylitis, to offer additional pain 
relief over and above what current targeted therapeutics, such as TNFα inhibitors, may provide.

Array is currently developing ARRY-797, a p38 inhibitor. p38 is well-known for its role in the regulation 
of the production of pro-inflammatory cytokines such as TNF and IL-1, as well as PGE2, a significant 
pain modifier. Based on several past clinical studies and positive results from the recently com-
pleted 28-day study evaluating the analgesic efficacy of ARRY-797 in patients with pain due to 
osteoarthritis of the knee despite the use of NSAIDs, we believe ARRY-797 has good potential to 
treat a broad range of pain conditions in acute and chronic settings.

Pain  
(arry-797— 
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Our significant clinical stage partners include:

	 •		ASLAN Pharmaceuticals—We entered into a Collaboration and License Agreement with 
ASLAN Pharmaceuticals in July 2011 to develop Array’s HER2/EGFR inhibitor, ARRY-543, 
or ASLAN001, which is currently in a Phase 2 clinical trial in patients with gastric cancer.

	 •	 AstraZeneca—In December 2003, we entered into a Collaboration and License Agreement 
with AstraZeneca under which AstraZeneca received a license to three of our MEK inhibitors 
for cancer, including selumetinib, which is currently in multiple Phase 2 clinical trials.

	 •		Genentech—We entered into a worldwide strategic Drug Discovery Collaboration Agreement 
with Genentech in January 2003, which was expanded in 2005, 2008 and 2009, and is 
focused on the discovery, development and commercialization of novel therapeutics. The 
most advanced drug is GDC-0068, an AKT inhibitor for cancer, which is currently in a 
Phase 2 trial. We also entered into a License Agreement with Genentech in August 2011 
for the development of each company’s small-molecule Chk-1 program in oncology. The 
programs include Genentech’s compound GDC-0425 (RG7602), and Array’s compound 
GDC-0575 (previously known as ARRY-575), both of which are being tested in Phase 1 
clinical trials in patients with cancer.

	 •		InterMune (program acquired by Roche)—We entered into a Drug Discovery Collaboration 
Agreement with InterMune in 2002, which resulted in the joint discovery of danoprevir, a 
novel small molecule inhibitor of the Hepatitis C Virus NS3/4A protease. Roche Holding AG 
acquired danoprevir from InterMune in 2010. Danoprevir is currently in Phase 2 clinical trials.

	 •		Novartis—We entered into a License Agreement with Novartis in April 2010 for the world-
wide development and commercialization of our MEK inhibitor, MEK162, and other MEK 
inhibitors identified in the agreement. MEK162 is currently in numerous clinical trials, 
including two Phase 3 trials in patients with cancer.

	 •		Oncothyreon—We entered into a Development and Commercialization Agreement with 
Oncothyreon in May 2013 to collaborate on the development and commercialization of 
ARRY-380, an orally active, reversible and selective small-molecule HER2 inhibitor, for  
the treatment of cancer, including breast cancer. Array recently completed a Phase 1 trial 
of ARRY-380 in patients with metastatic breast cancer, and Oncothyreon will continue 
development of ARRY-380 in a defined set of proof-of-concept trials in patients with meta-
static breast cancer, including patients with brain metastases.

We are providing summaries of our most advanced, ongoing partnered development programs. 
Any information we report about the development plans or the progress or results of clinical trials 
or other development activities of our partners is based on information that has been reported to 
us or is otherwise publicly disclosed by our collaboration partners, and therefore may not reflect 
changes to any information that may have occurred since the date it was reported to us or of its 
public disclosure.

To view a description of our partnerships, please use the navigation on the left side of this page.

overview
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Partnerships (cont’d)

In July 2011, we entered into a Collaboration and License Agreement with ASLAN Pharmaceuticals 
to develop Array’s HER2/EGFR inhibitor, ASLAN001 (ARRY-543), which is currently in Phase 2 
development in patients with gastric cancer in Asia. ASLAN001 is a novel, selective and oral 
HER2/EGFR inhibitor, and has shown clinical activity in both HER2-positive and EGFR-positive 
tumors. Under the agreement, ASLAN is funding and developing ASLAN001 through clinical proof-
of-concept. Upon achievement of proof-of-concept, ASLAN will identify a global partner for Phase 
3 development and commercialization. Array will share a significant portion of the proceeds of 
such partnering transaction.

The agreement with ASLAN will remain in effect for two years after conclusion of the initial develop-
ment plan, unless ASLAN has entered into a license agreement with a third party for the further 
development and commercialization of the program, in which case the agreement shall remain in 
force and effect. Either party may terminate the agreement prior to expiration of the term following 
breach of the agreement by the other party. ASLAN is responsible for diligently advancing devel-
opment of ASLAN001 under an agreed-upon development plan.

aSlan 
Pharmaceuticals

ParTnerShiPS
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Partnerships (cont’d)

In December 2003, we entered into a Collaboration and License Agreement with AstraZeneca to 
develop our MEK program. Under the agreement, AstraZeneca acquired exclusive worldwide rights 
to our clinical development candidate, selumetinib (previously known as AZD6244, or ARRY-142886), 
together with two other compounds for oncology indications that we invented during the collabora-
tion. We retained the rights to all therapeutic indications for MEK compounds not selected by 
AstraZeneca for development, subject to the parties’ agreement to work exclusively together. In 
April 2009, the exclusivity of the parties’ relationship ended, and both companies are now free to 
independently research, develop and commercialize small molecule MEK inhibitors in the field of 
oncology. Our research obligations ended in 2004 and AstraZeneca is responsible for all future 
development and commercialization of the compounds under the collaboration. To date, we have 
earned $21.5 million in up-front and milestone payments. The agreement also provided for research 
funding, which is now complete, and provides potential additional development milestone payments 
of approximately $75 million and royalties on product sales.

astraZeneca
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Partnerships (cont’d)

In 1999 and 2000, Array entered into collaboration agreements involving small-molecule Chk-1 
inhibitors with ICOS Corporation. LY2603618 and LY2606368 resulted from the collaboration 
between Array and ICOS.

Eli Lilly and Company acquired ICOS in 2007. Array received a $250 thousand milestone payment 
after the first patient was dosed with LY2603618 in a Phase 1 clinical trial in early 2007. The agree-
ments provided research funding, which has now ended. Array achieved a $125 thousand milestone 
after the first patient was dosed with LY2606368 in a Phase 1 clinical trial in early 2010. Array is 
entitled to receive additional milestone payments totaling $3.5 million based on Eli Lilly’s achieve-
ment of clinical and regulatory milestones with the molecules.

eli lilly and 
company

33



Array BioPharma 2013 Annual Report

To our 
STakeholderS

STraTegy

ProducT 
PiPeline

diSeaSe areaS

FinancialS

corPoraTe 
inFormaTion

Partnerships (cont’d)

We entered into a Drug Discovery Collaboration Agreement with Genentech, a member of the 
Roche Group, in December 2003 to develop small molecule drugs against multiple therapeutic 
 targets in the field of oncology. We initiated this collaboration to advance two of our proprietary 
oncology programs into clinical development. These programs included small molecule leads we 
had developed along with additional, related intellectual property. Under the agreement, Genentech 
made an up-front payment, provided research funding and to date has paid us milestone payments 
for nominating a clinical candidate and advancing it into regulated safety assessment testing and  
a Phase 1 trial. In addition, Genentech has agreed to make additional potential development mile-
stone payments and pay us royalties on certain resulting product sales. Genentech is solely 
responsible for clinical development and commercialization of the resulting products.

In 2005, 2008 and 2009, we expanded our collaboration with Genentech to develop clinical candi-
dates directed against additional targets. Under the agreement, we received additional research 
funding, as well as potential research and development milestone payments and product royalties 
based on the success of each new program. In September 2010, we and Genentech extended the 
agreement for an additional two years of funded research through January 2013. Genentech may 
terminate the agreement upon 120 days’ notice. Genentech has paid Array a total of $22.0 million 
in up-front and milestone payments, and we have the potential to earn an additional $26 million for 
all programs if Genentech continues development and achieves the remaining clinical milestones 
set forth in the agreement. In August 2011, Array and Genentech entered into a License Agreement 
for the development of each company’s small-molecule Chk-1 program in oncology. The programs 
include Genentech’s compound GDC-0425 (RG7602), and Array’s compound GDC-0575 (previ-
ously known as ARRY-575), both of which are being tested in Phase 1 trials in patients with cancer. 
Under the terms of the agreement, Genentech is responsible for all clinical development and com-
mercialization activities. Array received an up-front payment of $28 million and is eligible to receive 
clinical and commercial milestone payments up to $685 million and up to double-digit royalties on 
sales of any resulting drugs. The agreement will remain in effect until Genentech’s obligations to 
make milestone or royalty payments have passed or expired.

Either party may terminate the agreement prior to expiration of the term following breach of the 
agreement by the other party, and Genentech may terminate the agreement upon at least 60 days’ 
prior notice to Array. If Genentech terminates the agreement for breach of the agreement by Array, 
the license Array granted to Genentech will become irrevocable and the royalty payable to Array 
will be reduced to a specified percentage. If the agreement is terminated by Genentech for con-
venience or by Array for breach of the agreement by Genentech, the license Array granted to 
Genentech will terminate, Genentech will continue to be required to pay milestone and royalty 
 payments on any programs for which Genentech had initiated clinical development and Array’s 
exclusivity obligations will continue so long as Genentech is developing or commercializing at least 
one product subject to the agreement. Array and Genentech have also agreed to indemnify the 
other party for breaches of representations or warranties made under the agreement and for cer-
tain of their respective activities under the agreement.

genentech inc.
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Partnerships (cont’d)

In 2002, we entered into a Drug Discovery Collaboration Agreement with InterMune for the discov-
ery of novel small molecule inhibitors of the Hepatitis C Virus, or HCV, NS3/4A protease. As a result 
of drug discovery activities under this collaboration, scientists at Array and InterMune jointly dis-
covered danoprevir. In October 2010, Roche acquired danoprevir from InterMune for $175 million. 
InterMune thereafter ceased all further development efforts under the collaboration. Under the 
terms of Array’s collaboration agreement with InterMune, InterMune has an obligation to make 
 milestone payments to us based on the selection and progress of danoprevir, as well as royalties 
on commercial sales of danoprevir. To date, we have received $1.8 million in milestone payments 
and have the potential to earn an additional $7.5 million if all clinical and commercialization mile-
stones for danoprevir are achieved under the agreement.

intermune (program 
acquired by roche)
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Partnerships (cont’d)

In April 2010, we granted Novartis, under a License Agreement, the exclusive worldwide right to 
develop and commercialize MEK162. Under the agreement, we are responsible for completing  
our ongoing Phase 1 clinical trials of MEK162 as a single agent and MEK162 in combination with 
paclitaxel. Additionally, we have elected to conduct further development of MEK162 as a single 
agent in a Phase 3 trial of patients with low-grade serous ovarian cancer. Novartis is responsible 
for all other development activities. Novartis is also responsible for the commercialization of prod-
ucts under the agreement, subject to our option to co-detail approved drugs in the U.S.

In connection with signing the agreement, Novartis paid us $45 million, comprising an up-front fee 
and an initial milestone payment. In May 2011, we received a $10 million clinical research milestone 
from Novartis after Novartis had its first patient visit in a Phase 2 clinical trial. In June 2013, we 
earned a $5 million clinical research milestone from Novartis after Array had its first patient visit in  
a Phase 3 clinical trial. We are also eligible under the agreement to receive up to approximately 
$408 million in additional aggregate milestone payments if all clinical, regulatory and commercial 
milestones specified in the agreement are achieved for MEK162 together with additional commer-
cial milestone payments for other MEK inhibitors Novartis elects to develop under the agreement. 
The agreement provides Array with double-digit royalties on worldwide sales of any approved 
drugs, with royalties on U.S. sales at a significantly higher level. We are paying a percentage of 
development costs up to a maximum amount with annual caps to maintain the maximum U.S. royalty 
rate for MEK162. During fiscal 2013, we committed to continue our co-development contribution 
through fiscal 2014 and paid Novartis our first annual co-development contribution of $9.2 million. 
We have the right to opt out of paying our co-development contribution on an annual basis after 
fiscal 2014 with respect to one or more products; in which case the U.S. royalty rate would then be 
reduced for any such product based on a pre-specified formula, subject to a minimum that equals 
the royalty rate on sales outside the U.S. and we would no longer have the right to develop or  
co-detail such product.

The agreement with Novartis will be in effect on a product-by-product and country-by-country 
basis until no further payments are due with respect to the applicable product in the applicable 
country, unless terminated earlier. Either party may terminate the agreement in the event of a mate-
rial breach of a material obligation under the agreement by the other party that remains uncured 
after 90 days prior notice. Novartis may terminate portions of the agreement following a change in 
control of Array and may terminate the agreement in its entirety or on a product-by-product basis 
with 180 days’ prior notice. Array and Novartis have each further agreed to indemnify the other 
party for manufacturing or commercialization activities conducted by it under the agreement, 
 negligence or willful misconduct or breach of covenants, warranties or representations made by it 
under the agreement.

novartis 
international 
Pharmaceutical ltd.
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Partnerships (cont’d)

In May 2013, we entered into a Development and Commercialization Agreement with Oncothyreon 
Inc. to collaborate on the development and commercialization of ARRY-380, an orally active, reversible 
and selective small-molecule HER2 inhibitor, for the treatment of cancer, including breast cancer.

Under the terms of the agreement, Oncothyreon paid Array a one-time up-front fee of $10 million. 
Oncothyreon will be responsible for conducting the clinical development of ARRY-380 through a 
defined set of proof-of-concept trials in patients with metastatic breast cancer, including patients 
with brain metastases. Oncothyreon will be responsible for all development costs incurred by or on 
behalf of either party with respect to these proof-of-concept trials. Unless Array opts out of further 
development and commercialization, as described below, Array will reimburse Oncothyreon for 
these costs through a mechanism whereby Array bears a disproportionate amount of Phase 3 
development costs and Oncothyreon receives a disproportionate amount of the profits in the U.S. 
until Oncothyreon is repaid a percentage of the amounts it has spent on the proof-of-concept trials. 
Oncothyreon and Array will jointly conduct any Phase 3 development supported by the proof-of-
concept studies. Subject to certain exceptions primarily related to the repayment provisions described 
above, Oncothyreon and Array will each be responsible for 50% of the development costs incurred 
with respect to any Phase 3 development.

Array is responsible for worldwide commercialization of the product. Oncothyreon has a 50%  
co-promotion right in the U.S. Each party also retains the right to opt out of further development 
and commercialization in exchange for a royalty. Subject to certain exceptions, Oncothyreon and 
Array will bear, or be entitled to, 50% of the profit or loss from commercializing the product in the 
U.S. Outside of the U.S., Oncothyreon will receive a double-digit royalty on net sales intended to 
approximate a 50% profit share, and the two companies will share equally the proceeds from any 
sublicense of marketing rights.

The agreement will continue on a country-by-country basis until the termination of the royalty 
 payment obligations, or if earlier, the termination of the agreement in accordance with its terms. 
The agreement may be terminated by Array upon Oncothyreon’s uncured failure to timely initiate 
committed trials or complete certain development activities, and may also be terminated under 
certain other circumstances, including material breach, as set forth in the agreement. Array and 
Oncothyreon have also agreed to indemnify the other party for certain of their respective activities 
under the agreement.

oncothyreon inc.
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Partnerships (cont’d)

In February 2007, we entered into a licensing and collaboration agreement with the privately held 
biopharmaceutical company VentiRx, under which we granted VentiRx exclusive worldwide rights 
to certain molecules from our TLR program. The program contains a number of compounds target-
ing TLRs to activate innate immunity, including VTX-2337.

Ventirx 
Pharmaceuticals, inc.
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This Annual Report and other documents we file with the Securities and Exchange Commission, or SEC, contain 
forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995 that 
involve significant risks and uncertainties. In addition, we may make forward-looking statements in our press 
releases or in other oral or written communications with the public. These forward-looking statements include, 
but are not limited to, statements concerning the future drug development plans and projected timelines for 
the initiation and completion of preclinical and clinical trials by Array or our partners; the potential for the results 
of ongoing preclinical or clinical trials conducted by Array or our partners to support regulatory approval or the 
marketing success of drug candidates; our plans with respect to the timing and scope of the expansion of our 
clinical and commercialization capabilities; other statements regarding our future product development and 
regulatory strategies, including with respect to specific indications; the ability of third-party contract manufactur-
ing parties to support our drug development activities; any statements regarding our future financial performance, 
results of operations or sufficiency of capital resources to fund our operating requirements; and any other 
statements that are other than statements of historical fact.

Although we believe the assumptions upon which our forward-looking statements are based currently to be 
reasonable, our actual results could differ materially from those anticipated in these forward-looking statements 
as a result of many factors. These factors include, but are not limited to, our ability to continue to fund and 
 successfully progress internal research and development efforts and to create effective, commercially-viable 
drugs; our ability to effectively and timely conduct clinical trials in light of increasing costs and difficulties in 
locating appropriate trial sites and in enrolling patients who meet the criteria for certain clinical trials; the extent  
to which the pharmaceutical and biotechnology industries are willing to in-license drug candidates for their 
product pipelines and to collaborate with and fund third parties on their drug discovery activities; our ability  
to out-license our proprietary candidates on favorable terms; risks associated with our dependence on our 
partners for the clinical development and commercialization of our out-licensed drug candidates; the ability  
of our partners and of Array to meet objectives tied to milestones and royalties; our ability to attract and retain 
experienced scientists and management; our ability to achieve and maintain profitability; and the risk factors 
set forth under the caption “Item 1A. Risk Factors” in the Fiscal 2013 Annual Report on Form 10-K. We are 
providing this information as of the date of this report. We undertake no duty to update any forward-looking 
statements to reflect the occurrence of events or circumstances after the date of such statements or of antici-
pated or unanticipated events that alter any assumptions underlying such statements.
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Unless otherwise indicated, information contained or incorporated by reference in the Fiscal 2013 Annual 
Report on Form 10-K concerning the cancer market, the pain market, the drug market and our other markets, 
including our general expectations and market position, market opportunity and market share, is based on 
information from independent industry analysts and third-party sources and management estimates. Management 
estimates are derived from publicly-available information released by independent industry analysts and third-
party sources, as well as data from our internal research, and are based on assumptions made by us based 
on such data and our knowledge of such industry and markets, which we believe to be reasonable.

We have not independently verified or verified with any independent source any third-party information and 
cannot assure you of its accuracy or completeness. In addition, while we believe the market position, market 
opportunity and market share information included in this Annual Report on Form 10-K is generally reliable, 
such information is inherently imprecise. Such data involve risks and uncertainties and are subject to change 
based on various factors, including those discussed under the heading “Item 1A. Risk Factors” in the Fiscal 
2013 Annual Report on Form 10-K.
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