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Pentoxifylline Summary

Pentoxifylline is one of the first drugs used to treat intermittent claudication. However, studies have
conflicted on whether this drug is actually effective, with a recent trial of placebo, cilostazol and
pentoxifylline demonstrating no benefit of pentoxifylline over placebo.1
In a meta analysis by Girolami2, et al., thirteen trials involving pentoxifylline versus placebo were
reviewed. Of these trials twelve were level one with only one being a level 2 trial. Pain-free walking
distance was evaluated in 9 level 1 trials and in 1 level 2 trial. Three level 1 trials did not provide data in an
appropriate format to be included in the final summary table. The pooled results of the other 6 studies
documented a statistically significant effect of pentoxifylline on pain-free walking distance (common
difference of the means, 21.0 m [95% CI, 0.7 to 41.3 m]), as compared with placebo. Total walking
distance was evaluated in 8 Level 1 and in 1 Level 2 trials. One level 1 trial and the level 2 trial did not
provide data in an appropriate format to be summarized. The pooled results of 7 level 1 studies yielded a
statistically significantly beneficial effect of pentoxifylline over placebo (common difference of the means,
43.8 m [95% CI, 14.1 to 73.6 m]).
A meta analysis by Hood et al3., demonstrated the same findings. In a sensitivity analysis of the pain-free
walking distance, significant treatment effects and no statistically significant heterogeneity were found
when only trials were included that were "medically eligible" (involved patients with stage II disease and a
pain-free walking distance of 50 to 200 m). In a similar sensitivity analysis of the absolute claudication
distance, the two conditions resulting in a significant treatment effect and no significant heterogeneity were
the inclusion of "medically eligible" trials and those with shorter treatment duration (13 weeks or less). The
authors conclude that pentoxifylline may offer marginal benefit however larger and properly designed trials
are required to demonstrate the actual benefit of the agent.
The recent Seventh ACCP congress5 contains the following recommendation; “We recommend against the
use of pentoxifylline (grade 1b)”. This is based on the evidence available that documents inconsistent trial
outcomes with the agent in addition to a placebo benefit that was often significant.
For the first quarter of FY05 there are 15,868 unique patients receiving pentoxifylline, of these 12.7% are
new starts (no Rx for the period 10/98 to 9/04). This reflects VA data only; patients may have received the
agent from an outside provider.
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