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Vectibix® (panitumumab) Fact Sheet

Vectibix® (panitumumab) is a prescription medicine used for the treatment of metastatic colorectal cancer (mCRC). Vectibix is grouped within a class of medications called biologics, which are therapies derived from human cells. Vectibix is approved in more than 40 countries.

Indication 
Vectibix is the first fully human anti-EGFR antibody approved by the United States (U.S.) Food and Drug Administration (FDA) for the treatment of mCRC. Vectibix was approved in the U.S. in September 2006 as a monotherapy for the treatment of patients with EGFR-expressing mCRC after disease progression after prior treatment with fluoropyrimidine-, oxaliplatin-, and irinotecan-containing chemotherapy.
In May 2014, the FDA approved Vectibix for use in combination with FOLFOX, as first-line treatment in patients with wild-type KRAS (exon 2) mCRC. With this approval, Vectibix became the first and only biologic to offer a significant survival benefit as a first-line treatment with FOLFOX, one of the most commonly used chemotherapy regimens in the first-line setting for patients with wild-type KRAS mCRC. 
How It Works

	Mechanism of Action 
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Vectibix is the first fully human monoclonal antibody that targets the epidermal growth factor receptor (EGFR), a protein that plays an important role in cancer cell signaling. Vectibix binds to the EGFR, preventing the natural ligands, such as epidermal growth factor (EGF) and transforming growth factor alpha (TGF-alpha), from binding to the receptors and interfering with the signals that might otherwise stimulate growth and survival of the cancer cell. In mCRC, EGFR transmits signals through a set of intracellular proteins. Upon reaching the nucleus, these signals instruct the cancer cell to reproduce and metastasize, leading to cancer progression.2 
However, in patients whose tumors harbor mutations in exon 2 of the KRAS gene, the body is insensitive to upstream inhibition of the EGFR regardless of whether the EGFR has been activated or therapeutically inhibitied.  KRAS exon 2 mutations occur in approximately 41percent of patients with mCRC.3,4, 5
Dosing and Administration
Vectibix is administered at 6 mg/kg every two weeks as an intravenous infusion over 60 minutes for doses (≤1000 mg). If the first infusion is tolerated, administer subsequent infusions over 30 to 60 minutes. Administer doses higher than 1000 mg over 90 minutes. 1 

Study Results of Interest

Pivotal Phase 3 Study (The ‘408 Study)6 Data analyzed in the wild-type KRAS subgroup from the pivotal Phase 3 trial published in the Journal of Clinical Oncology demonstrated that Vectibix administered once every two weeks in the monotherapy setting resulted in a statistically significant improvement in progression-free survival (PFS) in patients with mCRC that progressed while on or were refractory to standard chemotherapy (fluoropyrimidine, irinotecan and oxaliplatin) compared to best supportive care (BSC). Patients receiving Vectibix plus BSC showed a 55 percent decreased risk of disease progression or death (hazard ratio 0.45, 95 percent CI: 0.34-0.59; p<0.0001) compared to patients receiving BSC only.  There were no differences in OS; however, 77% of patients in the BSC arm received panitumumab at the time of disease progression.
Pivotal Phase 3 Non-Inferiority Study (The ASPECCT Study)
ASPECCT is a global, randomized, multicenter, open-label, phase 3 non-inferiority head-to-head trial designed to compare the effect of panitumumab versus cetuximab on overall survival (primary endpoint) for monotherapy treatment of chemorefractory metastatic colorectal cancer (mCRC) in 999 patients with wild-type KRAS tumors (primary endpoint). Patients were randomized in a 1:1 ratio to receive 6 mg/kg of intravenous Vectibix every 2 weeks or 400 mg/m2 of an initial dose of intravenous Erbitux® (cetuximab), followed by 250 mg/m2 of intravenous Erbitux every week.The key efficacy analysis demonstrated that Vectibix was statistically significantly non-inferior to Erbitux for overall survival (HR = 0.97; 95% CI: 0.84-1.11).  
A First-Line Trial Investigating Vectibix in Combination With FOLFOX (The PRIME ‘203 Study)7 
The results, which demonstrated Vectibix combined with chemotherapy (FOLFOX) helped patients with wild-type KRAS mCRC live longer without their disease worsening, were published in Journal of Clinical Oncology. The addition of Vectibix to FOLFOX (an oxaliplatin-based chemotherapy) significantly improved PFS (primary endpoint) a median of 9.6 months versus 8.0 months for patients treated with FOLFOX alone (hazard ratio 0.80, 95 percent CI: 0.66-0.97; p=0.02) in the first-line treatment of patients with wild-type KRAS mCRC. For patients with mutant KRAS tumors, median PFS was significantly reduced with the use of Vectibix in combination with FOLFOX versus FOLFOX alone (hazard ratio 1.29, 95 percent CI: 1.04-1.62; p=0.02). 

Although numerically greater (23.9 months versus 19.7 months, hazard ratio 0.83; 95 percent CI: 0.67-1.02), the improvement in overall survival (secondary endpoint) in the Vectibix arm did not achieve statistical significance (p=0.072) in the same patient population. Tumor KRAS status was ascertained in 93 percent of the 1,183 patients enrolled in the PRIME '203 trial, the highest number ever prospectively reported for a first-line trial. 
Adverse events rates were comparable across arms with the exception of known toxicities associated with anti-EGFR therapy, such as rash, diarrhea and hypomagnesemia. Vectibix-related grade 3/4 infusion reactions were reported in less than one percent of patients. 
Exploratory Analysis of OS in Patients with Wild-Type KRAS in the Phase 3 PRIME Study8
\ An exploratory analysis of OS with updated information based on events in 82% of patients with wild-type KRAS mCRC estimated the treatment effect of Vectibix plus FOLFOX compared with FOLFOX alone on OS.  Median OS among 325 patients with wild-type KRAS mCRC who received Vectibix plus FOLFOX was 23.8 months (95% CI: 20.0, 27.7) versus 19.4 months (95% CI: 17.4, 22.6) among 331 patients who received FOLFOX alone (HR=0.83, 95% CI: 0.70, 0.98).
Conversely, in patients with KRAS mutations, inferior OS (HR = 1.24, 95 percent CI, 0.98 – 1.57) and PFS (HR = 1.29, 95 percent CI, 1.04-1.62) were observed in the Vectibix plus FOLFOX arm compared to the FOLFOX alone arm<insert reference to PI>.  
Important U.S. Product Information

Vectibix is indicated for the treatment of patients with wild-type KRAS (exon 2 in codons 12 or 13) mCRC as determined by an FDA-approved test for this use:

· As first-line therapy in combination with FOLFOX

· As monotherapy following disease progression after prior treatment with fluoropyrimidine-, oxaliplatin-, and irinotecan-containing chemotherapy
Vectibix is not indicated for the treatment of patients with KRAS-mutant mCRC or for whom KRAS mutation status is unknown.

WARNING: DERMATOLOGIC TOXICITY 
Dermatologic Toxicity: Dermatologic toxicities occurred in 90 percent of patients and were severe (NCI-CTC grade 3 or higher) in 15 percent of patients receiving Vectibix monotherapy. [See Dosage and Administration (2.1), Warnings and Precautions (5.1), and Adverse Reactions (6.1)].

Determination of KRAS mutational status in colorectal tumors using an FDA-approved test indicated for this use is necessary for selection of patients for treatment with Vectibix.  Patients with KRAS-mutant mCRC tumors receiving Vectibix in combination with FOLFOX experienced shorter OS compared to FOLFOX alone.

Progressively decreasing serum magnesium levels leading to severe (Grade 3-4) hypomagnesemia occurred in up to 7% of patients across clinical trials.  Monitor patients for hypomagnesemia and hypocalcemia prior to initiating Vectibix treatment, periodically during Vectibix treatment, and for up to 8 weeks after the completion of treatment.
In a clinical trial, 4% of patients experienced infusion reactions and 1% of patients experienced severe infusion reactions (NCI-CTC grade 3-4).

Severe diarrhea and dehydration, leading to acute renal failure and other complications, have been observed in patients treated with Vectibix in combination with chemotherapy.

Fatal and non-fatal cases of interstitial lung disease (ILD) (1%) and pulmonary fibrosis have been observed in patients treated with Vectibix.  Pulmonary fibrosis occurred in less than 1% (2/1467) of patients enrolled in clinical studies of Vectibix.  In the event of acute onset or worsening of pulmonary symptoms, interrupt Vectibix therapy.  Discontinue Vectibix therapy if ILD is confirmed.

The most common adverse reactions of Vectibix are skin rash with variable presentations, paronychia, fatigue, nausea and diarrhea. The most frequently reported serious, adverse reactions of Vectibix are general physical health deterioration, and intestinal obstruction.
The most commonly reported adverse reactions (≥ 20%) in patients with wild-type KRAS mCRC receiving Vectibix (6 mg/kg every 2 weeks) and FOLFOX therapy (N = 322) in Study 3 were diarrhea, stomatitis, mucosal inflammation, asthenia, paronychia, anorexia, hypomagnesemia, hypokalemia, rash, acneiform dermatitis, pruritus, and dry skin.  Serious adverse reactions (≥ 2% difference between treatment arms) in Vectibix-treated patients with wild-type KRAS mCRC were diarrhea and dehydration.  
To see the full Vectibix Safety Information, visit www.vectibix.com.
Commitment to Patient Access

Amgen has a long history of supporting a range of patient assistance programs to meet the unique needs of patients to help cover the costs of medicines.  Amgen provides assistance in the following ways:

· Free medicines through The Safety Net Foundation are available to qualifying individuals with no or limited drug coverage. 

· Contributions to independent co-pay assistance foundations that in turn give grants to qualifying publicly and commercially insured patients who have difficulty paying out-of-pocket costs for medicines manufactured from across all of the industry.

For more information, visit www.amgenassist.com.  

Media Inquiries

Cuyler Mayer, +1 (805) 447-6332, cuylerm@amgen.com
Additional Information

For further information, visit www.vectibix.com or www.amgen.com.
Forward-Looking Statements 

This Fact Sheet contains forward-looking statements that are based on Amgen’s current expectations and beliefs and are subject to a number of risks, uncertainties, and assumptions that could cause actual results to differ materially from those described. All statements, other than statements of historical fact, are statements that could be deemed forward-looking statements, including those related to: expected clinical or regulatory results or practices; development of Amgen’s product candidates, including anticipated regulatory filings; and current scientific theories and research regarding the diseases or conditions targeted by the product candidates. Forward-looking statements involve significant risks and uncertainties, including those more fully described in the Risk Factors found in the most recent Annual Report on Form 10-K and periodic reports on Form 10-Q and Form 8-K filed by Amgen with the U.S. Securities and Exchange Commission, and actual results may vary materially. Except where otherwise indicated, Amgen is providing this information as of May 21, 2014 and does not undertake any obligation to update any forward-looking statements contained in this Fact Sheet as a result of new information, future events, or otherwise.
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