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DEPARTMENT OF VETERANS AFFAIRS (VA), VETERANS HEALTH ADMINISTRATION (VHA),
PHARMACY BENEFITS MANAGEMENT (PBM) SERVICES, MEDICAL ADVISORY PANEL (MAP), AND CENTER FOR MEDICATION SAFETY (VA MedSAFE)

NATIONAL PBM BULLETIN: BECAPLERMIN (REGRANEX®)

SAFETY INFORMATION AND LABELING CHANGES

Issue:  In March 2008, the FDA announced that they had received information from a post-marketing epidemiologic study in which the death rate from cancer appeared to be higher in those patients prescribed three or more tubes of becaplermin (Regranex®).1 In June 2008, the FDA after reviewing the data reported that there was a five-fold increase in the risk of cancer death in the group receiving three or more tubes of becaplermin compared to matched controls.2-3 Although the risk of developing new cancers was not increased in becaplermin users, the duration of follow-up was not considered sufficient to detect new cancers.
Background: Becaplermin gel 0.01% is a topical formulation of recombinant human platelet-derived growth factor. It received FDA approval on December 16, 1997 for the treatment of lower extremity diabetic neuropathic ulcers that extend into the subcutaneous tissue or beyond and have an adequate blood supply. 

Becaplermin has biologic activity nearly identical to platelet-derived growth factor produced by the body. Since growth factors are known to cause rapid cell division, the manufacturer has been monitoring studies initiated prior to FDA approval for adverse events to include increased cancer rates. In a twenty month safety study completed in 2001, there were more cancers in the becaplermin group vs. non users (relative risk 2.7, 95% CI 0.6-12.8).3 
The study prompting the “Ongoing safety review of Regranex” by the FDA was a retrospective study of a medical claims database in which cancer rates and overall cancer death were compared between 1,622 users of becaplermin gel and 2,809 matched non-users. A summary of this study is now available in the product label and summarized below.3
· The incidence rate for all cancers was 10.2 per 1,000 person years (pt-yrs) for patients using becaplermin and 9.1 per 1,000 pt-yrs for matched controls. Adjusted for several possible confounders, the rate ratio was 1.2 (95% CI 0.7-1.9). Types of cancer varied and were remote from the site of treatment.

· The incidence rate for mortality from all cancers was 1.6 per 1,000 pt-yrs for becaplermin users and 0.9 per 1,000 pt-yrs for comparators. The adjusted rate ratio was 1.8 (95% CI 0.7-4.9)

· The incidence rate for mortality from all cancers among patients who received 3 or more tubes of becaplermin was 3.9 per 1,000 pt-yrs and 0.9 per 1,000 pt-yrs in the comparator group. The adjusted rate ratio for cancer mortality among those who received 3 or more tubes of becaplermin versus non users was 5.2 (95% CI 1.6-17.6)

As a result of these data, the FDA has recommended a boxed warning be included in the product label, as follows:

WARNING

An increased rate of mortality secondary to malignancy was observed in patients treated with 3 or more tubes of REGRANEX GEL in a post-marketing retrospective cohort study. REGRANEX GEL should only be used when the benefits can be expected to outweigh the risks. REGRANEX GEL should be used with caution in patients with known malignancy. (See CONTRAINDICATIONS and WARNINGS)
VA MedSAFE Recommendations:

1. Standard treatments for managing diabetic neuropathic ulcers should be used prior to consideration of becaplermin gel (e.g. careful-frequent debridement, moist dressing changes and non-weight bearing).

2. If becaplermin is needed,

· The expected benefits should outweigh the risks of treatment.

· Use with caution in patients with known malignancy.

· Use for the shortest duration possible (limit to 2 tubes or less, if possible). 

· Refer to the Becaplermin Criteria for Nonformulary Use (in the process of being revised to include new safety information).4
· The provider must assess the ulcer, either in person or via telemedicine, on a weekly to biweekly basis to assess ulcer response and to determine need for further debridement or continued treatment with becaplermin.

· The provider must recalculate a new amount of becaplermin gel to be applied at every visit.
3. Becaplermin is not recommended for the treatment of pressure ulcers or other chronic ulcers (other than diabetic neuropathic ulcers) since the effectiveness of becaplermin gel for treating these types of ulcers has not been proven in clinical trials.
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