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Inappropriate Ras pathway activation may be observed in up to 50% of all 
human cancers, resulting in the activation of MEK1/2 kinases, phosphorylation 
of the substrates ERK1/2, and downstream events leading to cell proliferation 
and a malignant phenotype. 
Inhibition of MEK 1/2 can inhibit ERK activation, disrupt downstream signal 
transduction and inhibit cancer cell growth and migration. 
ARRY-142886 (AZD6244) is a highly potent (cellular IC50 against MEK1/2, 
11-13 nM) and selective non-competitive inhibitor of MEK1/2. 
ARRY-142886 has in vitro activity against human tumor cell lines at sub-
micromolar concentrations, is active against a wide range of human tumor 
xenografts in vivo, and is orally bioavailable.

Cancer patients with advanced solid tumors
Oral Dosage Form
Single Dose Phase

- Single oral dose on Day 1, safety and PK assessments
- 7-day washout

Repeat Dose Phase
- Oral BID dosing begins on Day 8, continues until Day 36 (28 days of BID 
dosing)
- If no safety concerns, patients can continue with 28-day cycle dosing

Additional Cycles
- Oral BID dosing in continuous 28-day cycles
- Visits on Day 14 and 28 of second cycle, and on Day 28 of each cycle 
thereafter 

Dose Escalation Scheme
- Three or four patients per cohort
- If one DLT, expand cohort to six
- If two DLTs, stop escalation and expand previous cohort

Study Design (Part A)

ARRY-142886 was well tolerated at doses of 50, 100, and 200 mg BID.
The most common treatment related adverse events were rash, diarrhea, nausea, fatigue, peripheral edema, vomiting, change in taste, and blurred 
vision.
Good systemic exposure was obtained with ARRY-142886 that correlated with high levels of inhibition of ERK phosphorylation in PBMCs.
The best clinical response in Part A was stable disease.
Part B of this study is ongoing and will assess a constellation of biomarkers in tumor tissue and normal tissue from patients (melanoma and other 
malignancies) treated at 100 mg BID and 200 mg BID.
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Rationale/Background
•

•

•

•

The study is being conducted in two parts. The preliminary results of Part A are 
reported in this poster.

Part A was designed to:
					Determine the maximum tolerated dose (MTD) 
					Establish the preliminary safety profile
					Establish the pharmacokinetic and pharmacodynamic profiles
					Provide preliminary evidence of biological activity

Study Objectives
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Standard inclusion criteria for Phase I study, including:
- Absolute neutrophil count > 1.5x109/L; AST/ALT/Bilirubin < 2.5 x ULN; 
Platelet count > 100 x 109/L; Serum creatinine < 1.5 mg/dL; Hb greater than 
9 g/dL.
- ECOG performance status between 0 – 2 and estimated life expectancy of 
> 3 months.

Standard exclusion criteria for Phase I study, including:
- Uncontrolled intercurrent illness including, but not limited to, ongoing or 
active infection, symptomatic congestive heart failure, unstable angina 
pectoris, unstable cardiac arrhythmia, uncontrollable hypertension or 
psychiatric illness/social situations that would limit compliance with study 
requirements.

- Refractory nausea and vomiting, chronic gastrointestinal diseases (e.g. 
inflammatory bowel disease), or significant bowel resection that would 
preclude adequate absorption.

Eligibility Criteria
•

•

Hematological
- Any CTC Grade 4 toxicity (CTC Grade 4 neutropenia has to be present 
for >7 days to constitute a DLT)
- CTC Grade 3 or 4 neutropenia with fever
- CTC Grade 3 or 4 thrombocytopenia associated with bleeding 
(excluding patients receiving therapeutic systemic anti-coagulation)

Non-Hematological (including clinical pathology)
- Any CTC Grade 3 or 4 toxicity despite adequate supportive care
- CTC Grade 2 vomiting on 2 consecutive days despite optimal anti-
emetic therapy
- Any CTC Grade 2 toxicity that lasts longer than 2 weeks at the 
discretion of the Principal Investigator
- Interruption of dosing for >2 weeks if that interruption is secondary to 
drug-related toxicity

Dose-Limiting Toxicity Definition
•

•

Clinical Responses
The best response to treatment noted to date has been stable 
disease. 

4 patients remained on study for more than 4 cycles (3 of 7  
melanoma patients, 1 of 3 non-small cell lung cancer patients)
2 patients with melanoma were on study for 8 and 10 cycles, 
respectively.

•

•

Patient Characteristics

*Does not include 3 patients who only received a single dose

Previous Therapy
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1Radiotherapy only
12Both

1 (4.3 %)Asian

23 (50)Number of patients (cycles)

21 (91.3%)Caucasian
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Race (n, %)

1 (4.3%)Black

*2 (0.25-10)Median number of cycles/patient (range)
58 (29-78)Median age (range), years

14:9Gender (male:female)
1Median Performance Status (ECOG)

9 patients (39.1%)0
14 patients (60.9%)1
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Tumor Types

Clinical Results
Most Common Treatment-Related Toxicities

(Total Number of Patients = 23)
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*Two SAEs occurred in the same patient

1 patient in 200 mg cohort had grade 3 hypoxia
1 patient in 300 mg cohort had grade 3 rash and grade 3 diarrhea
1 patient in 300 mg cohort had grade 3 rash

200 mg was established as the MTD

•
•
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Dose-Limiting Toxicities in Cycle 1

Whole blood samples were obtained before and at several time 
points after administration of ARRY-142886.
Samples were stimulated for 10 minutes with 400 nM TPA and 
immediately fixed in a final concentration of 2% 
formaldehyde. 
PBMCs were isolated by Sigma Accuspin Histopaque 1077 
columns and permeabilized in 10% methanol. 
Cells were then stained for phospho-ERK and analyzed by 
flow cytometry.

•

•

•

•

Pharmacokinetics and Pharmacodynamics
Pharmacokinetic Methods

Blood samples obtained pre-dose and at 0.5, 1, 1.5, 2, 3, 4, 8, 12, 24, 36, 
and 48 hours after initial single dose.
Blood samples also obtained for trough concentration after 14 days of BID 
dosing.
Blood processed to plasma and plasma concentrations of ARRY-142886 
determined by HPLC-MS/MS.

•

•

•

Figure 1: Plasma concentrations determined at the indicated time points after a single dose 
on Day 1. Error bars have been omitted for clarity.

Plasma Concentration Curves
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Pharmacodynamic Methods

Inhibition of TPA-Induced ERK Phosphorylation
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Pharmacokinetic Parameters Inhibition of TPA-induced pERK is correlated with plasma 
concentrations of ARRY-142886.

Figure 3: Correlation of plasma concentrations of ARRY-142886 with the magnitude of pERK 
inhibition. The data points represent samples obtained in multiple dose cohorts as indicated. 
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Figure 2: Inhibition of TPA-induced pERK determined at the indicated time points after an 
initial single dose of ARRY-142886. Error bars have been omitted for clarity.


