The influence of time from symptom onset and
reperfusion strategy on 1-year survival in ST-elevation
myocardial infarction: A pooled analysis of an early
fibrinolytic strategy versus primary percutaneous
coronary intervention from CAPTIM and WEST
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Buckground The CAPTIM frial suggested a survival benefit of prehospital fibrinolysis (FL} compared to primary
percutaneaus coronary intervention [PCl) in patients with ST-elevation myocardial infarction (STEMI} with a presentation delay
of <2 hours. We examined the relationship between reperfusion strategy and fime from symptom onset on 1-year mortality in @
combined analysis of 1,168 patients with STEMI.

Methods Individual patient data from CAPTIM {n = 840, 1997-2000) and the more recent WEST frial {n = 328, 2003-
2005} were pooled.

Results Median age was 58 years, 81% were men, and 41% had anterior myocardial infarction; 640 patients were
randomized to FL versus 528 patients to PCl. Both arms received contemporary adjunciive medicol therapy. Preseniation delay
(ie, symplom onset to randomization} was similar in FL and PCl patients {median 105 [72-158] vs 106 [74-162] minutes, £ =
.712). Rescue PCl after FL occurred in 26% and 27%, and 30-day PCl, in 70% and 71% in CAPTIM and WEST, respectively.
Mertality was not different between FL and PCI {4.6% vs 6.5%, P = .263); however, the interacfion between presentation delay
and treatment was significant {P = .043). Benefit with FL was observed with fime <2 hours (2.8% [FL] vs 6.9% [PCI], P= .021,
hazard ratio [HR} 0.43, 95% Cl 0.20:0.91), whereas beyond 2 hours, no freatment difference was observed (6.9% [FL] vs
6.0% [PCI}, P=.529, HR 1.23, 95% Cl 0.61-2.44).

Conclusions A sirategy of early FL demonstrated a reduction in 1syear mortality compared fo primary PCl in early

presenters. Time from symplom onset should be a key consideration when selecting reperfusion therapy for STEMI. {Am Heart )
2011;161:283.90}}

The optimal reperfusion therapy for patients with ST-
clevation myocardial infarction (STEMI) has attracted
great interest, stimulated vigorous controversy, and led to
construciive enhancement of health care sysiems aimed at
abbreviating time from symptom onset to reperfusion.
Although contemporary STEMI guidelines recommend
primary percutanecus coronary intervention (PCI) as the

From the “Universily of Alberta, Edmonton, Canada, ®Universite Lyon, Lyon, France, and
“Universite Faris, Porls, France.

Clinicollrials.gov [denlifier: NCTO0 1 21446 [WEST),

For the CAFTIM/WEST Investigalors.

Submitted August 25, 2019; occepled Oclober 15, 2010.

Reprint roquests; Poul W. Armstrong, MD, 251 Medical Sciences Building, University of
Alberla, Edmonton, Conade T6G 2H7.

Emoi: paul.armsirong@uaiberta.ca

0002-8703/% - see front matter

© 2611, Mosby, fnc. All rights reserved,

doi: 10.1016/4.aRi.2010.10.033

preferred strategy, provided it can be delivered promptly
in an expert facility, this is often not feasible.'* However
these guidcelines also emphasize the desirability of a total
ischemic time of <2 hours and support the use of
fibrinolytic therapy if primary PCI cannot be performed
within 90 minutes of first medical contact. It follows that
patient and situational specific reperfusion strategies, that
is, fibrinolysis (FL) or primary PCI, require consideration,
and the optimal approach remains an active source of
debate in many circumstances. Although some trials and a
systematic overview conclude that PCI is the preferred
therapy, there are notable cavears arguing against a “one
size fits all” strategy favoring a more nuanced ap proach.®?

An important and weli-recognized modulator of prog-
nosis after STEMI is time from symptom onset until
r(:perfusion,s'6 which is now a required consideration in
therapeutic decision making."” Indeed, recent STEMI
guidelines indicate a goal of curtailing total ischemic time



284 Weslerhout et ol

to <2 hours." Major advancements in the delivery of
STEMI care have been aimed at minimizing time to
treatmnent, particularly in prehospital diagnosis, early
delivery of rcperfusion,-" and timely triage to an
appropriate hospital. The CAPTIM trial was the first
large-scale trial to evaluate the efficacy of prehospital FL
versus PCI® and, importantly, provided evidence of an
early window of benefit with prehospital FL when time
from symptom onset was within 2 hours and mechanical
coronary cointervention was frequently employcd.9
However, the CAPTIM trial was hypothesis-generating
in this regard and concluded enrollment (after 840
patients) before its target samiple of 1,200 patients.

The current study extends this observation through
collaboration bhetween CAPTIM and the WEST trialists,
the latter adding over 300 similarly randomized contem-
porancous patients with STEMI, thereby approximating
the initial CAPTIM enrollment. ' Our primary goal was to
examine the influence of reperfusion choice on l-year
mortality and the extent to which it is modulated by time
from symptom onsect. In addition, we explored this issue
on the prespecified events of recurrent myocardial
infarction (MI), cardiogenic shock, and safety.

Methods

The details and primary results of the CAPTIM and WEST
trials have been previously published.®'® In brief, the CAPTIM
trial randomized eligible patients st the site of initial
management to prehospital FL or direct transfer for primary
PCIL. All patients received an intravenous bolus of 5,000 U
heparin and 250 to 500 mg aspirin. Patients assigned to
prehospital FL received an intravenous bolus of alteplase
followed by an infusion over 90 minutes. Coronary angiography
and subsequent revascularization were allowed in the FL group
at the discretion of the responsible physicians and, when
appropriate, rescue angioplasty was done. Patients assigned to
primary PCI were transported immediately to the hospital for
coronary angiography and angioplasty, if indicated. Angioplasty
was done according to local standlards with the intention of
restoring blood flow in the infarctrelated artery as soon as
possible. After randomization, heparin was continued for at
least 48 hours, Those receiving stents were treated with a
thienopyridine for 1 month. In addition to aspirin, the protocol
recommended use of atenolol in all patients and lisinopril in
those with anterior infarcts.

The WEST trial had 2 paraflel-group design that randomized
patients into one of the following 3 treatment arms, at the earliest
point of care, including the prehospital setting and participating
study hospitals: (1) usual care: optimal pharmacologic therapy
(prompt administration of tenecteplse [TNK], aspirin, and
encoxaparin); (2) early invasive strategy; identical pharmacologic
therapy and early invasive strategy including mandatory rescue
PCI; or (3) primary PCI (after aspirin, enoxaparin, and 300 mg
clopidogrel), Abciximab was recommended for all PCI proce-
dures unless performed within 3 hours of fibrinolytic therapy,
and clopidogrel was used in patients in the pharmacologic
therapy groups according to American College of Cardiology/
American Heart Association PCI guidelines.
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The CAPTIM trial enrolled patiews if they presented within 6
houss of symptom onset (je, characteristic pain [asted for at
least 30 minules, not responsive to nitrates, with electrocar-
diographic [ECG] ST-segment elevation of at least 0.2 mV in =2
contiguous leads, or left bundle branch block) in mobile
emergency care units (Service d'Aide Médicale d'Urgence) with
27 affilintedd tertiary hospitals in France, Patients could be
excluded if the transfer time to hospital was expected to be
>G0 minutes.

Like CAPTIM, the WEST triaf enrolied patients with STEMI
within 6 hours of symptom onset. Specifically, patients were
sought in whom primary PCI could not be delivered within
G0 minutes but for whom primary PCI and/or transfer for
rescue PCI was feasible within 3 hours of randomizatien.”
Symptoms presumed secondary to STEMI lasting at least 20
minutes were required, accompanied by ECG evidence of
high risk, which included 22 mm of ST-elevation in 22
contiguous precordial feads or limb leads or 21-mm ST-
elevation in =2 limb leads coupled with =1-mm ST-
depression in 22 contiguous precordial leads (total ST-
deviation =4 mm) or presumed new left bundle branch
block. An emphasis on the earliest possible randomization
was a cardinal feature of WEST and prehospital ECG;
randomization and initiation of therapy (using paramedics vs
physicians in CAPTIM) were strongly encouraged for those
patienes using 911/ambulance access to health care facilities.
Forty-four percent of patieats were randomized prehospital:
45,7% with FL and 41.1% with primary PCL. The enrcllment
peried was extended beyond the prespecified sample of 304
patients to include an additional 24 patients to expand the
prehospital randomization. Fifteen sites within 4 metropolitan
areas in Canada (Edmonton, Halifix, Montreal, and Vancou-
ver) were involved in enroliment. The maximum follow-up in
WEST was 1 year.

Statistical analysis

Discrete variables are reported as counts and percentages of
nonmissing cases; median and 25th and 75th percentiles are
reported for continnous variables. Differences between studies
and between study treatments were tested by %2, Wilcoxon-
Mann-Whitney I/, and Kruskal-Wallis tests as appropriate.
Analyses were conducted according to the intengon-to-treat
principle, which included afl patients who gave informed
consent and were randomized to study treaumnent, irrespective
of whether treatment was actually received. In the WEST trial,
the 2 FL arms (TNK + usual care and TNK + early angiography}
were not statistically different with respect to the primary end
point of the teial'®; thus, these 2 arms were combined with the
fibrinolytic arm in CAPTIM.

The primary end point of this study was all-cause mortality
within 1 year. Eight patients were lost to follow-up in the
WEST study, whereas CAPTIM had a1 complete l-year follow-
up. Kaplin-Meier survival curves were constructed to iliustrate
the time to death within 1 year after randomization, with
between-group differences evaluated by the logrank test (and
accounting for the between-trial variation by stratification}. Via
stratified Cox proportional hazards regression, the adjusted HR
and corresponding 95% CI for 1-year mortality were estimated
for study treatment, time from sympiom onset, and the
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CAPTIM WEST CAPTIM-WEST

FL Primary PCl FL Primary PCl All FL Primary PCI
n 419 421 221 107 1148 640 528
Age,y 58 (49-68.5) 58 {50-68) 58 {50-48.5) 60 [49-71) 58 {49-49) 58 (49-68.3}  58.5 (50-6%)
Male, % 82.5 81.5 774 80.4 81.0 BO.7 81.3
Systolic BP, mm Hy 125{110-140} 128(111-140}) 140 {122.3-160} 143 (124-158.5) 131 (23.5) 130 (115-147) 130 (115145}
Pulse, beat/min 75 {64-84) 75 {66-88) 72 {62-85) 74 (62-88} 75 (65-86) 74 (63-84) 75 (65-88)
Weight, kg 75 (68-85) 75 {67-84} 83 {73-94) 82 (73-93} 77 [69-86) 78 (70-88) 75 (68-85)
Height, em 170 (165-175]  170{165-175) 173 (167-178) 173 (167.5179) 170(165-178) 171{165-176) 1701165-176)
Killip Closs >1, % 8.7 i2.2 5.4 6.5 2.1 7.5 1.0
Hypertension, % 341 34.8 45.2 34.6 36.5 38.0 34.8
History of diabetes, % 11.1 13.6 11.8 15.0 12.5 11.3 13.¢
History of angina, % 13.5 14.6 28.5 18.7 17.2 18.7 15.4
Prior M, % 8.2 6.7 12.7 131 2.0 9.8 8.0
Previous PCl, % 53 43 8.1 4,7 5.4 6.3 4.4
Current smoker, % 52.7 492 49.5 3.3 49.5 51.6 47.1
Anterior MI, % 40.1 42,7 38.9 42,1 41.0 397 429

Conlinuous variables as median (25t to 75t percentile],

interaction of these 2 factors, again accounting for between-
trial variation. Time from symptom onset was treated as a
discrete variable (ie, time from symptom onset to randomiza-
tion <2 vs 22 hours), which was prespecified based on
previous analyses of time from symptom onset and is in
accord with current STEMI guidelines relating to reperfusion
options and total ischemic time."**? The relationship
between time from symptomt onset, treatment, and I-year
moriality was also expressed with time in a cominuous
fashion. The linearity and proportional hazard assumptions

were evaluated. Adjustment of the relationship was performed
via backward selection using an inclusion criterion of o = .03
and exclusion criterion of o« = .10 (and confirmed with
forward selection). Baseline patient chamcteristics considered
in adjustment included age, sex, systolic blood pressure, hieart
rate, Killip class, hypertension, history of diabetes, history of
angina, prior MI, previous PCI, current smoking status, and
anterior ML

Because the DANAMEZ2 study reported that the benefit
observed for PCI in their study was restricted to patients with



286 Westerhout et af

. Table II. Timing imenvals

CAPTIM

WEST
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CAPTIM-WEST

FL Primary PCl FL Primary PCl Al FL Primary PCI
n 419 421 221 107 1168 440 528
Symptom onset o 107 108 105 101 105.5 105 106
randomization, min (75.8-158.3) (76-162} (66-159) (70-153.8) [73-151) (72,5-158.5) (74-161.5)
<2h, % 553 55.0 40.2 56.1 56,1 57.0 55.3
22h, % 44.7 450 39.8 439 43.9 430 447
Symptom onset fo first 78 {48-135} 77 (48-135)  52.5[29-101.5)° 54(29.3-108.8)" 72(42-130) 70[40-125) 73 (44.8-131)
medical confoct, min
First medical contact 25 (18-34) 24 (19-35) 38 {28-59)" 39 {24-60)" 29 {20-40) 30 (21-41) 28 (20-38)
to randomizetion, min
Symptom onset 130 {95-180} - 117 (75-179.3)" - - 122 [85-180) -
to FL, min
Symplom onset to - 190 - 189 - - 18%
primary PC, min {148.5-255} {150.5-293) {148.3-256.8)
Randomization 16{10-23} - 91615 - - 13 (8-21) -
ta FL, min
Randomization o - 72 (60-88) - 90 (64.5-97.3) - - 76 {62-94)
primary PCI, min
Length of stay, d 8(6-11) 8 (610} 3 (2-5} 3(2-5) 7{3-10) 7 (310 7 {4-9}

* P < .05 for comparison between studies within treatment.

high Thrombolysis In Myocardial Infarction (TIMD risk, we
undertook a secondary analysis to examine this in high- versus
low-risk patients as defined by the TIMI risk score (high risk 25
points, low risk <5 points),'>'3

Additional analysis was undertaken on prespecified events,
that is, recurrent MI and cardiogenic shock, and the incidence of
major systemic bleeding and nonfatal intracranial hemorrhage
(ICH} inhospital.

All statistical comparisons were done at the 5% level of
significance vsing a 2-sided alternative hypothesis, unless stated
otherwise. Analyses were performed using SAS (version 9.2, SAS
Institute, Cary, NC).

No extramural funding was used to support this work.

The authors are solely responsible for the design and conduct
of this study, all study analyses, and the drafting and editing of
the paper and its final contents.

Resulis

Individual patient data from the CAPTIM, which
enrolled 840 patients with STEMI between 1997 and
2000, and WEST trials, which enrolled 328 patients with
STEMI between 2003 and 2005, were obtained for the
current study (Figure 1), Baseline patient characteristics
according to study treatment are presented in Table I for
the individual trials as well as the pooled cohort. Overall,
the patients enrolled in the CAPTIM and WEST trials were
comparable across the trials and between the study
treatments: median age of 58 years, 81% men, 9% with
prior MI, and median weight of 77 kg.

Time from symptom onset
In Table TI, the overall median time from symptom
onset to randomization was 106 minutes and was similar

in both trials with 56% of patients randomized within 2
hours of symptom onset. Although there was a shorter
interval from symptom onset to first medical contact in
WEST than in CAPTIM (median 53 vs 78 minutes),
CAPTIM's time from first medical contact to randomiza-
tion was shorter ar 26 minutes versus 38 minutes in
WEST. Overall, time from symptom onséet 1o treatment
with FL was shorter in WEST compared to CAPTIM (P =
.006); however, time to PCI was comparable between the
studies (Table II). The median length of stay was 8 days in
CAPTIM and 3 days in WEST.

One-year moriality

Overall, 63 (5.4%) of 1,160 patients with complete
follow-up died within 1 year of randomization. There
was no difference in overall 1-year mortality between
FL and primary PCI ([29/633] 4.6% vs [34/527] 6.5%,
unadjusted HR 0.75 [FL vs PCI], 95% CI 0.46:1.24, P =
.546) (Figure 2). When l-year mortality was further
examined according to the TIMI risk score (high risk
>3 points [17.8% of patients], low risk <5 points
[82.2%]), mortality was comparable in low-risk patients
(FL [12/513] 2.3% vs PCI [9/405] 2.2%, P = 899). One-
year mortality was nominally higher in PCI than in FL in
high-risk patients, but this did not reach statistical
significance (FL [13/99] 13.1% vs PCI [18/101] 17.8%,
P = 373). However, when mortality was examined
according to time from symptom onset (o randomiza-
tion (Figures 3 and 4), the interaction was statistically
significant (P = .043). Patients randomized within 2
hours of symptom onset had improved survival with FL
compared to those receiving primary PCI ([10/358]
2.8% vs [20/288] 6.9%, P = .021, HR 0.43, 93% CI 0.20-
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0.91). Beyond 2 hours, however, no treatment differ-
ence in lyear mortality was observed (FL [19/274]
6.9% vs PCI [14/234] 6.0%, P = .529, HR 1.23, 95% CI
0.61-2.46). After adjustment for age, systolic blood
pressure, heart rate, diabetes, and Killip class, a
significant interaction between time from symptom
onsct and study treatment remained (P = .037) such
that FL patients had a (relative) 42% lower hazard of 1-
year mortality than PCI patients with symptom onset
within 2 hours (ie, in time <2 hours, FL vs PCI, adjusted
HR (.58, 95% CI 0.26-1.29). In patients randomized
beyond 2 hours, there appeared to be an excess hazard
associated with FL versus PCI (ie, FL vs PCI, adjusted
HR 1.81, 95% CI 0.87-3.77). When examining time from
symptom onset in a continuous fashion (Figure 3), the
point estimates for FL versus PCI suggest a survival
benefit for FL until approximately 127 minutes from
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when symptom onsect had elapsed; thereafter, a reversal
occurred with improved survival with PCIL.

Inhospital and 30-day events and intervenfions

Table 111 provides the 30-day occurrence of cardiogenic
shock and re-MI and inhospital safety events. Although
30-day cardiogenic shock appeared to be higher in
primary PCI paticnts than in FL patients, this did not
achieve statistical significance (5.3% vs 3.8%, P = .203);
re-MI, however, was over 2fold higher in FL patients
(2.0% vs 5.3%, P = .004). Intracranial hemorrhage was
rare in this patient population. Although major systemic
bleeds were nominally higher in primary PCI than in FL
patients, this did not reach statistical significance. In FL
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Table 11, Cordiogenic shock, rel, ICH, and major systemic blesding
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WEST CAPTIM-WEST

CAPTIM
FL Primary PCI FL Primary PCl All FL Primary PCI

n 419 421 221 107 1168 640 528
30-day cardiogenic shock, n {%) 12{2.9) 19 {4.5) 12 (5.4} 2(8.4) 52 {4.5) 24 (3.8) 28 {5.3)

Onset to randomization <2 h, n [%} 5(2.2) 11 {4.8) 9 {6.8) 6 {10.0} 31 {4.7) 14 {3.8) 17 {5.9}

Onset to randomizaticn =2 h, n (%) 7137 8 (4.3) 3(3.4) 31{4.4) 214.1) 10 (3.4) 11 (4.7}
30-day re-MI, n (%) 15 (3.7} 71.7) 18 (8.1} 3{2.8) 431{3.8)  33(5.3) 10{2.01"

Onset to randomization <2 h, n %} ?(4.0) 30.4) 11 (8.3} 3{5.0) 26{41)  20(5.4) 61221

Onset to randomizalicn 22 h, n (%] 461{3.4) 4(2.2} 7{8.0) 010.0 17 (3.5) 13(4.9] 4(1.8)
Inhospital ICH, n (%) 2{0.5) (0.0 0{0.0} 01{0.0) 21(0.2) 21{0.3} 0 (0.0
Inhospital major systemic bleeding, n (%) 2{0.5) 81(1.9) 3{1.4) 1{0.9) 14 (1.2) 51(0.8} 2 (1.7

*P<.05,

patients, rescue PCI occurred in 26% of patients and PCI
within 30 days in 70% of patients.

Discussion

Qur novel findings not only support the critical
relationship between time from symptom onset and 1-
year survival after reperfusion, but also provide new
evidence about the impact of this relationship on the
relative cfficacy of the 2 standard modes of therapy. A
survival advantage existed for patients treated with FL
within 2 hours of symptom onset relative to those treated
with primary PCI (P interaction [unadjusted] = .043),
When time from symptom onset was explored in a
continuous fashion, a progressive attenuation of the
benefit of FL was observed until approximately 127
minutes had elapsed; thereafter, the survival advantage of
PCI appeared and increased with time (Figure 5).

What might account for the difference in our findings
and those previously reported in a systematic overview
and mew-analysis?™ A key distinguishing characteristic
of the current versus prior trials comparing pharmaco-
logic and mechanical reperfusion was the short time
between symptom onset and randomization (including
prehospital randomization) such that more than one half
of the patients achieved this within 2 hours. The
influence of time to treatment in myocardial salvage in
patients treated with primary PCI versus FL has been
examined by Schomig et al.'* Using myocardial scintig-
raphy to quantify the salvage index in 264 patients from 2
randomized trials, this group demonstrated that, although
a similar salvage index occurred within the first tertile of
time from symptom onset (approximately 163 minutes),
there was a progressive decrease in salvage with FL
versus PCI, Noteworthy and perhaps accounting for these
findings was that median doorto-needle time was 35
minutes, that is, beyond current recommendations,
whereas the doorto-balloon time was a4 remarkably
short 65 minutes, thus resulting in an unusually brief
halfhour difference between reperfusion strategies.
Important additional distinguishing features of patients

in the CAPTIM-WEST analysis include systematic use of
fibrin-specific pharmacologic therapy, rescue PCIin 26%
of patients, and frequent cointervention with PCI in 70%
of the fibrinolytic-treated patients by 30 days. The earlier
time-to-treatment and more frequent cointervention
likely account for the better outcome of fibrinolytic-
treated patients in the current study versus the DANAMI-2
trial; thereafter, mechanical rescue and cointervention
were discouraged and infrequent in the fibrinolytic-
treated patients. Although prior data and guidelines
suggest an advantage for PCI in high-risk patients, they
represented a minority of the overall STEMI population
and our combined cohort (17.8% of patients), whereas
they represented 26% of the DANAMI-Z trial.'®'?
Importantly, both the CAPTIM and WEST trials also
used contemporary adjunctive antithrombotic and anti-
platelet therapy in patients assigned to the primary PCI
arms to ensure optimal overall results in both treatment
arms. Our findings are in accordance with those of the
GRACIA-2 investigators who demonstrated that routine
stent/angioplasty within 3 to 12 hours of FL proved both
safe and equivalent to primary stenting in preserving
myocardial function.’” Although these investigators
found better myocardial perfusion in the fibrinolytic-
treated patients, their study of 212 patients was
underpowered to address whether there was associated
clinical improvement and called for “a larger clinical
outcome study for confirmation.”

We observed an increase in the occurrence of
inhospital re-MI among fibrinolytic-treated patients. This
finding could relate not only to surveillance bias and the
challenge of defining and detecting periprocedural MI
after PCI for STEMI, but also to the possibility that early
fibrinolytic-treated patients had more salvaged but
subsequently jeopardized myocardiun.

Fibrinolytic therapy was well tolerated by this patient
population with low ICH rates and minimal major
bleeding that was numerically greater in the PCI group
as has been observed previously,” The low rate of ICH
in the current report likely relates the relatively young
age of our patients and the careful exclusion of prior
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stroke, a feature that has not been uniformly applied in
other studies.

Qur data are also consistent with recent observational
reports from the French registry of acute ST-elevation
myocardial infarction and respond ro the recent call for
confirmation of those findings in a randomized de-
sign.""” They are also aligned with the 3-state regional
approach from the Mayo Clinic and the Vienna STEMI
registry, which botl: attest to the excellent results after
fibrinolytic administration in the early post-symptom-
onset period.”™? The primacy of time from symptom
onset as a modulator of outcome is underscored by the
recent data of Francone et al,”® which showed marked
attenuation of the potential for myocardial salvage in
patients undergoing primary PCI >90 minutes after
symptom onset. Hence, the relatively flat relationship
between survival and time from symptom onset that we
observed in primary PCltreated patients is perhaps not
surprising, given that, even under the optimal circum-
stances existing for timely access to expert PCI in both
CAPTIM and WEST, the median time to achieve it was 189
minutes; hence, only cone quarter of our patients
underwent PCI within 148 minutes of symptom onset.

Limitations and strengths

Some limitations of our analysis should be noted.
Although combining these 2 trials was not prespecified,
we believe it to be warranted given the demonstrated
similar baseline characteristics and times to randomiza-
tion and reperfusion. The populations studied were part
of clinical trials; hence, caution regarding the generaliz-
ability of our results to a broader clinical population
would be prudent. However, they are in accordance with
substantial data acquired in registries.”’

Although the interaction berween treatment and delay
was cvaluated on 5-year mortality in the CAPTIM trial,
this relationship did not achieve statistical signifi-
cance. ™ By merging the WEST and CAPTIM trials, we
increased the size of the study population and events
resulting in a statistically significant interaction for 1-
vear mortality, indicating that we had sufficient power
to test this association.

Conclusion

Given persisting evidence of failure to meet guideline-
suggested times to PCI, especially among patients
presenting to non-PCI hospitals, our data provide
additional evidence to support the efficacy of an
alternative reperfusion strategy, that is, fibrinolytic
therapy (in patients without contraindications, coupled
with contemporary adjunctive therapy, timely rescue
PCI, and subsequent revascularization), especially in
those presenting early after symptom onset either in the
prehospital setting or in the non-PCI hospital setting.
Such an approach is also likely to be welcome in
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countries and regions where there is a relative paucity
of PCI centers and where climate and geography may
complicate immediate transfer for primary PCL
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