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EDITORIAL

Which strategy should be the global leader in antithrombotic
therapy decision making in older patients?

Benoit Lattuca, MD, PhD; Guillaume Cayla*, MD, PhD

Cardiology Department, Nimes University Hospital, Montpellier University, ACTION Study Group, Nimes, France

The benefits of an invasive approach and early revascularisation
are well established, and clinical practice guidelines recommend
that elderly patients should not be treated differently to younger
patients. However, elderly patients are at higher risk of complica-
tions and subsequent mortality due to more frequent comorbidi-
ties, drug interactions, chronic renal failure, anaemia and frailty'~.
Especially in elderly patients, antiplatelet therapy can be a double-
edged sword that reduces the risk of ischaemic events but exposes
the patient to an increased risk of major bleeding and subsequent
mortality’. As age is a leading factor associated with both ischaemic
and bleeding events, the management of elderly patients is chal-
lenging. There is a lack of evidence in the elderly from randomised
controlled trials which selected patients at low bleeding risk and
excluded or limited the inclusion of elderly patients, resulting in
a low representation of elderly patients in the population of clinical
trials (10%) and a slightly higher proportion in registries (35%)*.

The challenge of managing bleeding risk has become more seri-
ous as technical progress and stent development have drastically
reduced the risk of stent thrombosis, leaving major bleeding the
most feared complication of percutaneous coronary intervention

(PCI), particularly in the elderly. Many therapeutic strategies
have therefore been suggested to reduce this risk. One of these is
antithrombotic treatment de-escalation, as suggested by Tomaniak
et al® in this issue of Eurolntervention where they report the results
of a sub-analysis of the GLOBAL LEADERS trial focusing on
elderly patients.
Article, see page 1605

GLOBAL LEADERS was a randomised clinical trial that aimed
to compare two antiplatelet therapy strategies after stent implan-
tation. The experimental arm consisted of one-month dual anti-
platelet therapy (DAPT) with ticagrelor plus aspirin followed by
a single antiplatelet inhibition with ticagrelor for 23 months, while
the reference arm received 12-month DAPT with aspirin in com-
bination with either ticagrelor (in patients with acute coronary
syndrome [ACS]) or with clopidogrel (in patients with stable coro-
nary artery disease [CAD]), followed by 12-month aspirin mono-
therapy®. The hypothesis of superior efficacy and safety of early
and long-term ticagrelor monotherapy was rejected in the over-
all population as there were no significant differences in ischae-
mic and bleeding events between the two groups at 24 months®.
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However, despite these neutral results, ticagrelor monotherapy is
not without clinical interest. In the TWILIGHT trial, patients who
had not had clinical events during the first three months of DAPT
continued to take ticagrelor with aspirin or placebo for one year. In
this trial, the incidence of clinically relevant bleeding events was
lower among patients treated with ticagrelor alone than in those
treated with ticagrelor plus aspirin without a significant price to
pay in terms of ischaemic events (non-inferiority)’.

To provide further data on this highly relevant topic, and to attempt
to select patient profiles which could benefit from this therapeutic
strategy, Tomaniak et al assessed the effects of single antiplatelet
inhibition with ticagrelor in the GLOBAL LEADERS subgroup of
elderly patients (>75 years; n=2,565, 16.1%). The authors observed
a meaningful reduction in all-cause mortality, target vessel revas-
cularisation and a patient-oriented composite endpoint (all-cause
death, any stroke, myocardial infarction [MI] and any revascu-
larisation) in elderly patients treated with ticagrelor monotherapy
compared with the reference strategy. However, we should keep
in mind that the GLOBAL LEADERS trial was neutral, and the
investigators did not find an impact of age on the primary endpoint
of the main study (a composite of either all-cause mortality or new
Q-wave MI). In consequence, the reported results are hypothesis-
generating only. Even though the number of patients was large,
findings derived from subgroups may be only the play of chance,
particularly since the number of events was low and the authors
did not control for multiple comparisons. In an appropriately cau-
tious interpretation due to these limitations, a safety signal should
be considered. Despite the withdrawal of aspirin, the rate of major
bleeding events (BARC 3/5 type bleeding) was numerically higher
in the elderly patients with ticagrelor monotherapy for 23 months
than with DAPT for 12 months and the difference reached statisti-
cal significance among stable CAD patients. In addition, treatment
discontinuation was more frequent in the elderly than in the over-
all study population, and significantly higher in the experimental
strategy than in the reference arm. This poor treatment compliance
is a tricky issue as it may increase the risk of secondary ischae-
mic events. Unfortunately, the authors did not specifically evalu-
ate this in the present sub-analysis. Considering the higher rates
of bleeding events and treatment discontinuation, partially related
to the necessity of twice daily dosing, ticagrelor monotherapy has
no clear benefit for secondary prevention in elderly patients. Given
that no trial is currently planned to evaluate P2Y, monotherapy in
this specific population, further data from the elderly population of
the TWILIGHT trial” should be helpful in order to provide clarity.

However, the early dropping of aspirin following PCI remains
a relevant and promising therapeutic option to reduce bleed-
ing risk. Recently, the SMART-CHOICE trial demonstrated that
three months of DAPT followed by nine months of clopidogrel
monotherapy was non-inferior to one year of standard DAPT in
terms of major adverse cardiac and cerebrovascular events®. In the
STOPDAPT-2 trial, one-month DAPT followed by 11 months of
clopidogrel monotherapy was superior to a standard 12 months of
DAPT in terms of net clinical benefit’.

Which antithrombotic strategy in older patients?

A number of other therapeutic strategies have been proposed
in the overall population of patients with CAD. Several of these
have been associated with significant reduction of bleeding events
(Figure 1) such as antiplatelet de-escalation by switching from
a more potent P2Y , inhibitor to clopidogrel after the first month
(TOPIC trial'®). Although few elderly patients were included in
these trials, the strategies may be particularly beneficial to elderly
patients considering the inherent higher bleeding risk. The poten-
tial benefit from shorter DAPT duration in the elderly popula-
tion was also supported by the SENIOR trial which confirmed
the safety of drug-eluting stents in elderly patients, reporting
fewer ischaemic events than in patients treated with bare metal
stents despite a short bare metal stent-like DAPT regimen (one
month in stable patients and six months in ACS patients)?. Finally,
platelet function testing (PFT) offers the possibility of adjusting
antithrombotic treatment to a pre-specified target. However, the
randomised ANTARCTIC trial" failed to demonstrate a bene-
fit of PFT on a clinical endpoint among elderly ACS patients
(=75 years). Consistently, the pre-specified analysis of the ran-
domised TROPICAL ACS trial'? failed to demonstrate the bene-
fit of PFT-guided de-escalation of antiplatelet treatment in ACS
elderly patients. Patients over the age of 70 years had a higher
rate of clinically relevant bleeding events overall, but there was no
significant difference between standard and PFT-guided strategies.
Therefore, routine use of PFT to adjust antithrombotic treatment in
elderly patients is not recommended.

Antithrombotic management of elderly patients remains chal-
lenging but, despite relatively few data from randomised trials in
this population, specific strategies to reduce the risk of bleeding
should be at the forefront of patient management. With the options
of shorter DAPT duration, de-escalation of P2Y , treatment and
possibly potent P2Y , monotherapy, cardiologists are now armed
to provide an individualised approach considering the patient’s
comorbidities as well as the severity and complexity of coronary
artery disease.
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