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EDITORIAL

Paclitaxel Eluting Endovascular Technology and Long-Term Mortality: Safety
Concern or a Reminder of an Obvious Literature Gap?

The use of drug eluting endovascular technologies in the
form of a drug coated balloon (DCB) or drug eluting stent
(DES) has greatly increased in recent years. The European
Society for Vascular Surgery (ESVS) guidelines recommend
that DCB or DES may be considered for the treatment of
short atherosclerotic lesions.” This is based on industry
funded randomised controlled trials (RCTs) reporting that
drug eluting devices may be associated with better patency
rates compared with standard percutaneous transluminal
angioplasty (PTA) in the femoropopliteal (F-P) segment.’
These RCTs, however have several limitations; a number
of well designed multicentre effectiveness RCTs with long-
term follow up are ongoing.” °

In this context, the meta-analysis of published RCTs by
Katsanos et al.,® which suggests that the use of paclitaxel
based devices in F-P intervention may be associated with
increased long-term mortality risk, has raised questions
among the endovascular community. Katsanos et al. per-
formed a thorough review of the literature using widely
accepted methodology. Despite there being no differences at
one year, the authors reported a significantly higher mortality
at two and five years. Interestingly, the weighted two year
and five year all cause mortality in the paclitaxel group was
not dissimilar to that observed among conservatively
managed claudicants in contemporary cohort studies.”

Despite the robust meta-analytical methodology, these
findings should be interpreted with caution. Historical evi-
dence suggests that coronary paclitaxel eluting stents may be
associated with late stent thrombosis and cardiovascular
events,® but these observations are based on multicentre,
well conducted, RCTs with long-term follow up. This is not the
case in the F-P literature. The RCTs included in the meta-
analysis under question were powered using a patency
based primary endpoint, typically at six or 12 months, and
were not specifically designed to detect late clinical events.
Combining results from these small efficacy studies to sup-
port or refute an all cause mortality hypothesis poses a po-
tential methodological pitfall. In fact, “small study effect” is
the most common type of bias in meta-analyses; as discussed
by experienced methodologists, conclusions arising from the
synthesis of such RCTs should be approached with caution.®

Furthermore, to make a definitive causal association be-
tween paclitaxel based devices and mortality, the use of
patient level data is mandatory. Few of the currently
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available paclitaxel F-P RCTs report causes of death after the
first year, and no patient level data were available to Kat-
sanos et al., which prohibits in depth analyses or explora-
tion of alternative hypotheses relating to mortality. Lack of
patient level open access data is a wider issue across the
cardiovascular literature, impeding meaningful clinical
interpretation.* More than anything, this meta-analysis has
unmasked deficiencies in the currently available industry
sponsored paclitaxel F-P RCTs, such as design and sample
size calculations based on arbitrary patency driven end-
points, short follow up duration, underrepresentation of
patients with critical ischaemia, and patient level data being
unavailable to researchers. These factors should be taken
into consideration when interpreting this information.

Nevertheless, the meta-analysis by Katsanos et al. has
shed light on a potential, although not fully established, as-
sociation between paclitaxel and late mortality. It is now
important to adopt robust mechanisms, in line with the
IDEAL framework recommendations,*? to fully investigate
this observation using high quality data, before widely
implementing these endovascular innovations into routine
practice. To do so, the ongoing high quality effectiveness RCTs
should be completed, individual institutions should review
their outcomes following the use of paclitaxel eluting devices
and share their findings publicly, and manufacturers of
paclitaxel eluting technology should be encouraged to make
their patient level data openly accessible to researchers. Until
then, the potential risks and benefits of paclitaxel eluting
devices should be judged on an individual basis and dis-
cussed with patients prior to their treatment.
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