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This editorial refers to ‘The effect of cangrelor and access
site on ischaemic and bleeding events: insights from
CHAMPION PHOENIX’†, by J.A. Gutierrez et al., on
page 1122.

In this issue of the journal, Gutierrez and colleagues present the ra-
dial vs. femoral subgroup analysis of the Cangrelor versus Standard
Therapy to Achieve Optimal Management of Platelet Inhibition
(CHAMPION) PHOENIX trial, a randomized trial of the intraven-
ous P2Y12 inhibitor, cangrelor during percutaneous coronary inter-
vention (PCI).1

Bleeding during PCI has been shown to be associated with in-
creased risk of mortality in multiple studies.2,3 Pharmacological
methods to reduce bleeding have been associated with reductions
in mortality in several randomized trials.4,5 Additionally, the recent
MATRIX (Minimizing Adverse Haemorrhagic Events by TRansradial
Access Site and Systemic Implementation of angioX) trial and an up-
dated meta-analysis demonstrated that radial compared with fem-
oral access not only reduced bleeding but was associated with
reduced mortality.6

Radial access use is growing worldwide, and now in many coun-
tries accounts for the majority of PCI procedures. The rate of radial
access in the USA has been lower than that in other countries but
still has grown rapidly from 1.2% in 2007 to 16.1% in 2012.7

The question arises of whether the use of radial access eliminates
the bleeding risk associated with more potent antiplatelet agents
such as cangrelor.

The CHAMPION PHOENIX trial was a randomized trial of an
intravenous rapidly acting P2Y12 inhibitor cangrelor vs. oral clopido-
grel (300 or 600 mg loading dose) in patients undergoing both elect-
ive and non-elective PCI.8 However, the majority of patients
randomized had stable angina and were undergoing elective PCI.
The primary results, previously published, were that cangrelor re-
duced the primary outcome of death, myocardial infarction (MI),
stent thrombosis, or ischaemia-driven revascularization within 48 h

[4.7% vs. 5.9%; odds ratio (OR) 0.78; 95% confidence interval (CI)
0.66–0.93, P ¼ 0.005]. This difference was driven by reductions in
myocardial infarction and intraprocedural stent thrombosis (new
or worsening thrombus within stent during PCI). Definite stent
thrombosis based on the Academic Research Consortium definition
was not reduced. The rate of GUSTO-defined major bleeding was
very uncommon in both groups and not different [0.16% vs. 0.11%;
hazard ratio (HR) 1.50; 95% CI 0.53–4.22], but a more sensitive
measure of bleeding (ACUITY major bleeding) was increased
4.3% vs. 2.5% OR 1.72 (95% CI 1.39–2.13, P , 0.001).

In CHAMPION PHOENIX, only 26% of patients randomized had
radial access which is in contrast to other global trials in which radial
access was used in more than two-thirds of patients.9 The low rate
of radial access in CHAMPION PHOENIX may be related to the fact
that nearly half the patients were recruited in the USA, where radial
use is lower.

The radial vs. femoral subgroup analysis of CHAMPION PHOE-
NIX showed consistent benefit for death, MI, stent thrombosis, or
ischaemia-driven revascularization within 48 h in the radial (4.4% vs.
5.7%; OR 0.76; 95% CI 0.54–1.06) and femoral subgroups (4.8% vs.
6.0%; OR 0.79; 95% CI 0.65–0.96, interaction P ¼ 0.83). There was
no increase in GUSTO severe bleeding in either radial or femoral
subgroups with cangrelor. However, cangrelor increased bleeding
when using a more sensitive measure (ACUITY definition) in both
the radial (1.5% vs. 0.7%; OR 2.17; 95% CI 1.02–4.62) and femoral
(5.2% vs. 3.1%; OR 1.69; 95% CI 1.35–2.12, interaction P ¼ 0.54)
subgroups (Figure 1). In an adjusted observational analysis, bleeding
was lower with radial compared with femoral access.

A key message is that radial access does not fully protect against the
increased bleeding associated with cangrelor or other more potent
antiplatelet regimens. This is probably related to the fact that access
site bleeding only accounts for about a third of major bleeding events
in patients with acute coronary syndromes undergoing coronary angi-
ography.10 Other sites of bleeding such as gastrointestinal bleeding
are more common in this population and are impacted by the choice
of antiplatelet therapies. As a result, the use of cangrelor during PCI
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should be made on a case by case basis based on patients’ ischaemic
and bleeding risk, irrespective of the choice of access site.

The prior randomized evidence clearly supports a radial first ap-
proach for coronary angiography/intervention in experienced op-
erators.6,10,11 This analysis and other data suggest that the
absolute bleeding rates will be lower with a radial approach. Given
that the majority of patients are eligible for radial access, it is clear
that radial access is still underutilized. Learning curve analyses sug-
gest that a minimal proficiency with radial access can be gained
with only 50–100 procedures in individuals already proficient
with the femoral approach.12 Given the strong data supporting a ra-
dial approach, operators not practising a radial first approach should
review their practice to understand why they are not offering more
radial access.

Will radialists use cangrelor? Only time will tell; however, a recent
survey showed that interventional cardiologists who are primarily
radial operators are more likely to use more novel and potent anti-
platelet therapies.13 Radial operators may be early adopters of new
technology and new pharmacologic therapies.

Finally, the role of cangrelor is uncertain in patients with acute
coronary syndromes receiving the new oral P2Y12 inhibitors ticagre-
lor or prasugrel. Future trials are needed to show if there is incre-
mental benefit of adding cangrelor to these new oral agents.
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Figure 1 ACUITY bleeding in both the radial and femoral subgroups.
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