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Abstract
Aims: The aim of the study was to examine the main results of the ATLANTIC trial in patients with
ST-elevation myocardial infarction (STEMI), randomised to pre- versus in-hospital ticagrelor, according
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Methods and results: Patients were evaluated by age class (<75 vs. >75 years) for demographics, prior
cardiovascular history, risk factors, management, and outcomes. Elderly patients (=75 years; 304/1,862)
were more likely to be women, diabetic, lean, with a prior history of myocardial infarction and CABG, and
with comorbidities (p<0.01 for all). Elderly patients presented more frequently with acute heart failure and
less frequently had thromboaspiration, a stent implanted (p<0.01) and an aggressive antithrombotic regi-
men. Elderly patients had lower rates of pre- and post-PCI >70% ST-segment elevation resolution (43.9%
vs. 51.6%; p=0.035), of pre- and post-PCI TIMI 3 flow (17.1% vs. 27.5%, p=0.0002), and a higher rate of
the composite of death/MI/stroke/urgent revascularisation (9.9% vs. 2.9%; OR 3.67, 95% CI [2.27; 5.93],
p<0.0001) and mortality (8.5% vs. 1.5%; OR 6.45, 95% CI [2.75; 15.11], p<0.0001). There was a non-sig-
nificant trend towards more frequent major bleedings among elderly patients (TIMI major 2.3% vs. 1.1%;
OR 2.13, 95% CI [0.88; 5.18], p=0.095). There was no significant interaction between time of ticagrelor
administration (pre-hospital versus in-lab) and class of age for all outcomes.

Conclusions: Elderly patients, who represented one sixth of the patients randomised in the ATLANTIC
trial, had less successful mechanical reperfusion and a sixfold increase in mortality at 30 days, probably
due to comorbidities and possible undertreatment. The effect of early ticagrelor was consistent irrespective
of age. ClinicalTrials.gov identifier: NCT01347580
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Abbreviations

ACS acute coronary syndrome

CABG  coronary artery bypass graft

ECG electrocardiogram

Mi myocardial infarction

PCI percutaneous coronary intervention

STEMI  ST-segment elevation myocardial infarction
TIMI Thrombolysis In Myocardial Infarction

Introduction

Despite representing one third of the acute coronary syndrome
(ACS) population, elderly patients (defined as aged 75 years or
more) represent less than one sixth of the patient population in the
pivotal trials that have established the superiority of ticagrelor or
prasugrel over clopidogrel'?. Dedicated trials for elderly patients
have been shown to be feasible™> and these patients should
receive evidence-based therapies®’. In particular, special consid-
eration with respect to dosage of oral antiplatelet therapy and con-
traindications has been implemented in order to limit bleeding
complications®. Pre-specified analysis in patients >75 years has
demonstrated no net benefit of prasugrel 60 mg load/10 mg o.d.
over clopidogrel; the 5 mg daily dose was approved based on phar-
macokinetic modelling®, further confirmed in a dedicated elderly
patient trial*. On the other hand, the absolute benefit of ticagrelor
over clopidogrel was amplified in the elderly (>75) as compared
to younger patients, although there were more fatal intracranial
bleeding events and no interaction according to age for bleeding®.

ST-segment elevation myocardial infarction (STEMI) is a high
thrombotic burden situation where a strategy of early administra-
tion of oral P2Y , inhibitors is reccommended'. Evidence is weak
for clopidogrel and limited data are available for both ticagrelor
and prasugrel, the recommended first-line oral P2Y,, inhibitor
therapies'!. The randomised ATLANTIC study'? demonstrated that
early administration of ticagrelor was safe but did not improve
pre-PCI coronary reperfusion in STEMI patients. Of note, there
were differences in platelet inhibition and immediate reperfusion
after (but not before) PCI, associated with reductions in ischaemic
endpoints over the first 24 hours with early versus delayed ticagre-
lor administration'®,

Data on pre-treatment in the elderly with STEMI are scarce. In
addition, high on-treatment platelet reactivity is common among
these patients'* who receive multiple medications with a poten-
tial delayed action of pre-treatment. In the ATLANTIC-Elderly
pre-specified subgroup analysis, we examine whether the main
results of the ATLANTIC trial in STEMI patients, randomised
to pre- versus in-hospital ticagrelor, differ according to age class.

Methods

STUDY DESIGN AND PROCEDURES

ATLANTIC was an international study that randomised patients pre-
senting with ongoing STEMI to receive double-blind treatment with
a 180 mg loading dose of ticagrelor either pre-hospital (in-ambu-
lance) or in-hospital (in-catheterisation laboratory), in addition to

aspirin and standard care. The coordinating centre was the ACTION
Study Group (www.action-coeur.org) and the study was funded by
AstraZeneca. Detailed methods and results have been published pre-
viously. In summary, patients diagnosed with STEMI (<6 hrs from
onset) and scheduled for primary PCI were randomised in the pre-
hospital setting to receive a pre- versus in-hospital ticagrelor 180 mg
loading dose. All patients then received maintenance treatment with
ticagrelor 90 mg twice daily for at least 30 days, up to a maximum
of 12 months. The co-primary endpoint was the absence of pre-PCI
>70% ST-segment elevation resolution and/or TIMI flow grade 3
in the infarct-related artery at initial angiography. Other treatments
were left to the physician’s discretion.

The aim of the present analysis was to examine whether the main
results of the ATLANTIC trial in STEMI patients differ according
to age class using a cut-off of 75 years old. Interaction with prior
cardiovascular history, comorbidities, initial clinical features, pro-
cedural characteristics and timing were all taken into consideration.

DATA MANAGEMENT AND STATISTICAL METHODS

Subjects were classified according to age class for the index event
or PCI. Continuous variables are presented as mean and stand-
ard deviation (SD) or median, as appropriate, and compared using
the Student’s t-test in case of Gaussian distribution or the Mann-
Whitney U test in case of non-Gaussian distribution. Categorical
variables are presented as counts and percentages and compared
using the chi-square test or Fisher’s exact test. The association
between age class and clinical endpoints was assessed by fitting
logistic regression models with age as the only covariate, for those
subjects with data available for the relevant endpoint. Odds ratios
and p-values for pre- versus in-hospital ticagrelor were calcu-
lated using a univariate logistic regression model. Adjustments for
major baseline characteristics including gender, body mass index,
diabetes, hypertension, prior coronary intervention or myocardial
infarction and mechanical complications/cardiogenic shock were
performed using multiple logistic regression with sets of variables
forced into the model. Kaplan-Meier probability curves of time-
to-event clinical endpoints were produced for the period of 0 up to
30 days after PCI and compared using a Cox proportional hazards
model. Bleeding outcomes were evaluated in patients who under-
went PCI for the index event. All analyses were performed using
SAS, version 9.3 (SAS Institute Inc., Cary, NC, USA).

Results

PATIENT CHARACTERISTICS AND MANAGEMENT

The ATLANTIC study included 1,862 patients of whom 304
(16.3%) were aged 75 years or more. Elderly patients were more
likely to be women, diabetic, of low body weight, and with a prior
history of myocardial infarction, CABG or stroke. Comorbidities
were at least three times more frequent in elderly versus younger
patients (Table 1). Overall, the main indicators of risk or sever-
ity were more frequent in elderly patients who had significantly
higher TIMI risk score and more frequently presented with acute
heart failure compared to younger patients despite similar rates



Table 1. Patient characteristics according to age.

Characteristic

Age, years; median
[q1;93]

>75 years
(n=304)

80[77;83]

<75 years
(n=1,558)

57 [50;64]

p-value

Female, n (%) 153 (50.3%) | 216 (13.9%) | <0.0001
Weight, kg; median ) .

[q1:93] 70[61;801] 80 [71;90] |<0.0001
BMI >30 kg/m?, n (%) 40 (13.2%) | 315(20.2%)| 0.0041

Diabetes mellitus, n (%) 52 (17.1%) | 201 (12.9%)| 0.0504
Hypertension, n (%) 205 (67.4%) | 590 (37.9%) | <0.0001
Dyslipidaemia, n (%) 95 (31.3%) | 558 (35.8%) | 0.127

COPD, n (%) 28 (9.2%) 48 (3.1%) |<0.0001
Chronic renal failure, n (%)| 16 (5.3%) 18 (1.2%) [<0.0001

Prior cardiac history

Prior MI, n (%) 38 (12.5%) | 121 (7.8%) 0.0069
Prior PCI, n (%) 27 (8.9%) | 113 (7.3%) 0.3246
Prior CABG, n (%) 6 (2.0%) 6 (0.4%) | 0.0070
z;f:j(e':]t (oyaemie 11(3.6%) | 11(0.7%) | 0.0002
Haemorrhagic stroke, n (%) 0 (0.0%) 5(0.3%) 1.00

Ischaemic stroke, n (%) 8 (2.6%) 10 (0.6%) | 0.0045

of secondary transfer (Table 2). Diagnostic delays, management
delays and total ischaemic time were significantly longer in the
elderly (Table 2). There were no significant differences in terms
of culprit coronary artery. Elderly patients were significantly less
likely to be treated with GP IIb/Illa inhibitors, thromboaspira-
tion and drug-eluting stents (Table 2). They also less frequently
received intra-hospital parenteral anticoagulation and a mainte-
nance dose of P2Y , inhibitors corresponding to PCI being per-
formed less frequently and less frequent use of stents.

Elderly patients with mechanical complications (n=6) were more
likely to have diabetes, more frequently presented with heart fail-
ure, and less frequently underwent coronary revascularisation,
compared to elderly patients without mechanical complications.
There were no differences in baseline characteristics and manage-
ment between elderly patients receiving (n=135) and not receiving
DES (n=101). Elderly patients who underwent a radial approach
(n=201/304) for primary PCI were significantly more likely to
undergo thrombus aspiration (96 [47.8%] vs. 30 [31.9%], p=0.0104)
and PCI (183 [91.0%] vs. 74 [78.7%], p=0.0072) and were more
frequently exposed to a maintenance dose of aspirin (194 [96.5%]
vs. 84 [89.4%], p=0.0140) and P2Y , inhibitors (175 [87.1%] vs. 71
[75.5%], p=0.0131) versus those undergoing a non-radial approach.

OUTCOMES

There were more elderly patients with absence of pre-PCI TIMI 3
flow and only a trend for fewer elderly patients with pre-PCI
>70% ST-segment elevation resolution (Table 3). More elderly
patients had absence of post-PCI >70% ST-segment elevation

ATLANTIC-Elderly

Table 2. Indicators of risk/severity, delays, culprit artery and
management according to age.

Characteristic

Indicators of risk/severity

>75 years
(n=304)

<75 years
(n=1,558)

TIMI risk score | 0—2 0(0%) 1,125 (72.2%)
group,n () '3 ¢ T6L1%) | 425(27.3%) | <0.0001
>6 27 (8.9%) 8(0.5%)
Killip Class I, n (%) 265 (87.2%) 1,416 (90.9%) 0.0455
Secondary transfer 67 (22%) 382 (24.5%) 0.19
Timing, minutes; median (Q1-03)
Chest pain to ECG 92 (51-168) 70 (41-130) <0.0001
SLspintaLaly 115 (70-190) 88(60-150) | <0.0001
ECG to PCI 52 (41-66) 49 (39-62) 0.0157
First to second LD 30 (20-43) 32 (22-44) 0.1993
Chest pain to PCI 180 (137-277) 155 (120-215) | <0.0001
Culprit coronary artery, n (%)
Right coronary 122 (44.0%) 619 (43.3%) 0.6605
Left anterior descending 114 (41.2%) 588 (41.1%)
Left circumflex 36 (13.0%) 192 (13.4%)
Left main 3(1.1%) 26 (1.8%)
Saphenous vein graft 2(0.7%) 3(0.2%)
IMA or other arterial graft 0(0.0%) 3(0.2%)
Procedures for index event, n (%)
Radial access ((_)f those 201/297 1,028/1,530 0.8684
undergoing angiography) (67.7%) (67.2%)
Thromboaspiration 126 (41.5%) 815 (52.3%) 0.0005
No PCl or CABG 43 (14.1%) 164 (10.5%) 0.1625
CABG 3(1.0%) 22 (1.4%)
PCI 258 (84.9%) 1,372 (88.1%)
Without stent 22 (7.2%) 72 (4.6%) 0.0567
With stent 236 (77.6%) 1,300 (83.4%) 0.0148
DES 135 (44.4%) 811 (52.1%) 0.0147
BMS 109 (35.9%) 508 (32.6%) 0.2709
Study medication, n (%)
1% loading dose 304 (100%) 1,553 (99.7%) 1.0000
2" loading dose 284 (93.4%) 1,488 (95.5%) 0.1208
Maintenance dose 247 (81.3%) 1,346 (86.4%) 0.0196
Aspirin use 300 (98.7%) 1,536 (98.6%) 1.0000
GP lIb/llla inhibitor before PCI 67 (22.0%) 466 (29.9%) 0.0055
m:gltt'gﬁiagt‘ﬂ)‘;”t Ll 253(832%) | 1389(89.2%) | 00034
Values are n (%) unless otherwise indicated. BMI: body mass index; BMS: bare metal stent;
CABG: coronary artery bypass graft; DES: drug-eluting stent; ECG: electrocardiogram;
GP: glycoprotein; LAD: left anterior descending; LD: loading dose; PCl: percutaneous
coronary intervention; TIMI: Thrombolysis In Myocardial Infarction

resolution and significantly more elderly patients had absence of
post-PCI TIMI 3 flow (Tahle 3). Bail-out use of GP IIb/I1Ia inhib-
itors within 24 hours of the first loading dose was less frequently
used in elderly than in younger patients (Table 3). The composite
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Table 3. Co-primary endpoints and clinical endpoints within 30 days of first loading dose according to age after adjustment for major

confounders*.
Age >75 (n=304) Age <75 (n=1,558) 0dds ratio (95% CI)
n (%) with n (%) with (value >1 favours | p-value
evaluable | endpoint |evaluable endpoint age <75)

Co-primary endpoint
Absence of pre-PCI TIMI 3 flow in culprit artery 274 237 (86.5%) 1,406 1,155 (82.2%) 1.64 [0.10;2.45] 0.017
Absence of pre-PCl >70% STR 250 225 (90%) 1,348 1,169 (86.7%) 1.44 [0.89;2.32] 0.137
Absence of post-PCl >70% STR 219 113 (51.6%) 1,237 543 (43.9%) 1.33[0.97;1.82] 0.079
Absence of post-PCI TIMI 3 flow in culprit artery 244 67 (27.5%) 1,300 222 (17.1%) 1.68[1.19;2.39] 0.0036

Clinical endpoints

Death/M|/stroke/urgent revascularisation 304 30 (9.9%) 1,554 45 (2.9%) 3.67[2.27;5.93] | <0.0001
Definite acute stent thrombosis 304 3(1%) 1,554 10 (0.6%) 1.54[0.27;6.02] 0.457
All-cause mortality 304 26 (8.5%) 1,558 23 (1.48%) | 6.45[2.75;15.11]| <0.0001
Myocardial infarction 304 4 (1.32%) 1,654 13(0.84%) | 1.26[0.74;2.171] 0.398
Urgent revascularisation 304 2 (0.66%) 1,554 11(0.71%) | 1.04[0.54;2.01] 0.899
Any stroke 304 2 (0.66%) 1,554 4(0.26%) | 1.45[0.21;10.08]| 0.710
Bail-out use of GP Ilb/llla inhibitors 304 21 (6.9%) 1,554 157 (10.1%) | 0.66[0.41;1.06] 0.085

resolution; TIMI: Thrombolysis In Myocardial Infarction

Values are n (%). *sex, BMI, diabetes, arterial hypertension, prior PCI, prior MI, mechanical complications/cardiogenic shock. Adjusted multivariate
logistic model is the multivariate analysis with variables forced into the model: sex, BMI (=30 kg/m? vs. <30 kg/m?), diabetes, hypertension, prior PCI,
prior Ml and mechanical complications/cardiogenic shock. MI: myocardial infarction; PCI: percutaneous coronary intervention; STR: ST-segment

endpoint of death/MI/urgent revascularisation was increased by
threefold in elderly versus younger patients; these differences
were mainly driven by mortality (Figure 1). The absolute num-
ber of deaths was 26 (8.55%) and 23 (1.48%) in elderly versus
non-elderly patients, respectively. Among the elderly, 15 (10.6%)
and 11 (6.9%) patients died in the pre- versus in-hospital tica-
grelor groups (p=ns), respectively. Major bleedings according to
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<75 years ticagrelor in-hosp
— — — —>75 years ticagrelor in-hosp

PLATO, TIMI and STEEPLE definitions were increased by at
least twofold in elderly versus non-elderly patients (Table 4).
Differences in clinical outcomes between elderly and non-elderly
patients persisted after adjustments for mechanical complica-
tions or shock and for major comorbidities. Finally, there was
a consistent effect of pre-hospital versus in-hospital ticagrelor
administration to reduce acute stent thrombosis (OR 0.19, 95%

Risk group
----- <75 years ticagrelor pre-hosp
>75 years ticagrelor pre-hosp

OR 3.50,95% CI[2.07; 5.93], p<0.0001 for age class
OR 1.31,95% C1[0.79; 2.19], p=0.302 for pre- vs. in-hospital ticagrelor
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Days 20 30
Patients with event, no. (%) Total no. of patients

<75 years ticagrelor in-hosp 19 (2.4%) 792
<75 years ticagrelor pre-hosp 26 (3.4%) 762
>75 years ticagrelor in-hosp 15 (9.4%) 160
>75 years ticagrelor pre-hosp 15 (10.4%) 144

Figure 1. Composite of death/MI/urgent revascularisation/definite stent thrombosis/bail-out glycoprotein IIb/[lla inhibitor use at 30 days

according to age class.
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Table 4. Non-CABG-related bleeding events within 30 days of index event (patients with PCI performed for the index event) after
adjustment for major confounders*.

Age >75 (n=304)
n (%) with endpoint

Age <75 (n=1,558)
n (%) with endpoint

0dds ratio (95% Cl)
(value >1 favours age <75)

TIMI

Major 19 (6.25%) 32 (2.06%) 2.39[1.21;4.73] 0.0123
Life-threatening/fatal 10 (3.29%) 24 (1.54%) 1.41[0.58;3.43] 0.4523
Minor 6 (1.97%) 24 (1.54%) 1.47 [0.52;4.14] 0.4679

GUSTO

Major 7 (2.3%) 17 (1.1%) 2.13[0.88;5.18] 0.0952
Minor 16 (5.26%) 33 (2.12%) 2.89[1.45;5.76] 0.0025
Minimal 1 (0.33%) 9 (0.58%) 0.801[0.37;1.73] 0.5717

STEEPLE
Major bleeding

17 (5.59%)

34 (2.19%)

Severe life-threatening 4 (1.32%) 16 (1.03%) 1.33[0.44;4.02] 0.6190
Moderate 8 (2.63%) 10 (0.64%) 2.64[0.81;8.59] 0.1062
Mild 13 (4.28%) 33 (2.12%) 2.30[1.10;4.79] 0.0264

2.01[1.00;4.04]

0.0492

Minor bleeding

7 (2.30%)

20 (1.29%)

1.80[0.64;5.08]

0.2664

L6L-68L7T'8T0Z UOHRUAAIRUIOINT |

Values are n (%). *Adjusted multivariate logistic model is the multivariate analysis with variables forced into the model: sex, BMI (=30 kg/m? vs.
<30 kg/m?), diabetes, arterial hypertension, prior PCI, prior Ml and mechanical complications/cardiogenic shock. GUSTO: Global Utilization of
Streptokinase and Tpa for Occluded arteries; PLATO: PLATelet inhibition and patient Outcomes; STEEPLE: Safety and Efficacy of Enoxaparin in PCI
Patients, an International Randomized Evaluation; TIMI: Thrombolysis In Myocardial Infarction

CI[0.02; 0.88], p=0.0226) with no significant interaction by age
class (p=0.694) (Figure 2). Age was an independent predictor of

severe presentation and worse outcomes compared with younger
patients. Early administration of ticagrelor led to better post-PCI
major adverse cardiac and cerebrovascular events (MACCE) and < TIMI 3 flow and less acute stent thrombosis irrespective of class
of age, whereas it had no effect on pre-PCI TIMI 3 flow or ST
resolution. The ATLANTIC-Elderly study suggests that, when the
diagnosis of STEMI is made, oral P2Y , inhibitor therapy should

be administered as soon as possible irrespective of age when pri-

of bleeding events.

Discussion
Elderly patients represented one sixth of the randomised patients in

the ATLANTIC study. They displayed more comorbidities, more ~ mary PCI is the chosen reperfusion strategy (Figure 3).

0.04 —
Risk group
<75 years ticagrelor in-hosp ===== <75 years ticagrelor pre-hosp
— — — —2>75 years ticagrelor in-hosp >75 years ticagrelor pre-hosp
0.03 —
OR 1.54, 95% C1[0.27; 6.02], p=0.45 for age class
0R0.19,95% C1[0.02; 0.88], p=0.022 for pre- vs. in-hospital ticagrelor
0.02 - e e e e e e e e e e e e

Patients with event (%)
[Definite stent thrombosis]

0.01 | I

0.00 = T T T
0 10 Days 20 30
Patients with event, no. (%) Total no. of patients
<75 years ticagrelor in-hosp 8(1.0%) 792
<75 years ticagrelor pre-hosp 2 (0.3%) 762
>75 years ticagrelor in-hosp 3(1.9%) 160
>75 years ticagrelor pre-hosp 0 (0.0%) 144

Figure 2. Definite stent thrombosis within 30 days of index PCI according to age class and ticagrelor administration (p interaction=NS).
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No interaction according to pre- versus
in-lab ticagrelor administration
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stroke
Comorbidities

TIMI 3 TIMI 3

Cath lab 30-day outcomes

Figure 3. Key findings of the ATLANTIC-Elderly substudy. CRF: chronic renal failure; PE: primary endpoint; DST: definite stent thrombosis

The concept of pre-treatment, a treatment given when the diag-
nosis is suspected and before the coronary artery status is known,
was first introduced for patients with non-ST-elevation ACS
loaded with clopidogrel. It has been revisited in the ACCOAST
study in the context of early catheterisation in higher-risk patients
with prasugrel; no benefit was demonstrated'>. There was a signi-
ficant increased bleeding risk particularly among patients with
type 2 MI who do not require antiplatelet therapy but also in PCI-
treated patients'. One sixth were elderly patients, of whom a sub-
stantial proportion had no significant obstructive CAD, suggesting
caution with treatment preceding the coronary angiogram.

STEMI differs from NSTEMI given a stronger thrombotic bur-
den, an easier diagnosis and subsequently a much higher prob-
ability of coronary intervention. For example, primary stenting
was performed in almost 90% of patients in the ATLANTIC study
with a significantly lower rate among elderly versus younger
patients. The clinical benefit of pre-treatment with clopidogrel in
primary PCI is established although randomised trials have been
underpowered'"?. Data with prasugrel are scarce whereas early
administration of ticagrelor in STEMI reduced early stent throm-
bosis compared with in-hospital administration with no effect on
ST-segment resolution and TIMI 3 flow before primary PCI, the
co-primary study endpoints of the ATLANTIC study.

Overall, these data support an early administration of oral
P2Y , inhibitors when the diagnosis of STEMI is made, as sug-
gested in the guidelines with a class I recommendation and a level
of evidence B. The current evidence from this substudy suggests
the same recommendation for the elderly. Elderly patients repre-
sent over one third of patients admitted with MI, and two thirds
dying from MI are over 75 years. The elderly are more vulner-
able, have more drug side effects, are more likely to experience
morphine-related side effects, more frequently experience poor
response to oral P2Y , inhibitors, and have longer chest pain to
first medical contact and less pre-PCI TIMI 3 flow than younger

patients, factors that may be supportive of an early administration
of oral P2Y , inhibitors. On the other hand, elderly patients have
less post-PCI TIMI 3 flow and an increased risk of stent throm-
bosis. Of importance, all these common features were observed in
ATLANTIC-Elderly, a pre-specified subgroup analysis. Age was
associated with increased mortality and increased thrombotic risk
and bleedings. These poor outcomes were confirmed after adjust-
ments for major confounders including diabetes, gender, hyperten-
sion, prior PCI, prior MI and cardiogenic shock. Finally, the most
important and novel finding of ATLANTIC-Elderly is the lack of
interaction between early versus delayed administration of ticagre-
lor and class of age.

Age-related organ changes may affect drug pharmacokinetics
such as decreased absorption, less effective first pass metabolism,
increased free action in plasma of highly protein-bound drugs,
and impaired elimination. This may discourage the one-size-
fits-all approach including pre-treatment with oral P2Y , inhibi-
tors in elderly STEMI patients. In particular, the use of ticagrelor
has been cautioned in patients with advanced sinoatrial disease®
asthma and/or chronic obstructive pulmonary disease, which are
more common among the elderly. However, there was no age-
treatment interaction in the elderly subgroup, in particular with
respect to mortality?'. No particular side effects were reported in
the elderly assigned to pre-hospital administration of ticagrelor
in the ATLANTIC study. Personalised treatment remains a mat-
ter of debate when the treatment decisions, such as antiplatelet
therapy in the elderly, are difficult to make®. Individualised treat-
ment according to the level of platelet reactivity has been tested in
elderly patients without any significant benefit®.

Limitations

Absolute numbers of elderly patients and outcomes preclude any
robust conclusions. Elderly STEMI patients presented late with
more severe clinical status and had less successful mechanical



reperfusion and less favourable clinical outcomes probably due to
comorbidities. However, the effect of early administration of tica-
grelor was consistent irrespective of age.

Conclusions

Elderly patients represented one sixth of the patients randomised
in the ATLANTIC trial, had less successful mechanical reperfusion
and a sixfold increase in mortality at 30 days, probably due to
comorbidities and possible undertreatment. The effect of early
ticagrelor was consistent irrespective of age.

Impact on daily practice

Administration of oral P2Y , inhibitors is recommended at
first medical contact in STEMI patients in whom the decision
to proceed for primary PCI has been made. The effect of early
administration of a ticagrelor loading dose on ST resolution and
pre-PCI TIMI 3 flow is consistent irrespective of age in patients
undergoing primary PCI. Whether this may lead to a better
clinical benefit warrants further investigation.
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