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Abstract

Purpose. Little data are available regarding the relatidnleft ventricular (LV) mechanical dyssynchrony to
remodelling after acute myocardial infarction (NMhd stem-cell therapy. We evaluated the one-yas-tiourse of
both LV mechanical dyssynchrony and remodellingpatients enrolled in the BONAMI trial, a randomized

multicenter controlled trial assessing cell therapgatients with reperfused MI.

Methods. Patients with acute MI and ejection fraction (EM5% were randomized to cell therapy or to contol
underwent thallium single-photon emission computediography (SPECT), radionuclide angiography and
echocardiography at baseline, 3 month and 1 yégntyethree patients with a comprehensive 1-yelofoup were
included. LV dyssynchrony was assessed by the atdndeviation (SD) of the LV phase histogram using
radionuclide angiography. Remodelling was define& 20% increase in LV end-systolic volume indeXESVI)

at 1 year.

Results. At baseline, LVEF, wall motion score index andfpsion defect size were significantly impairedtiire 43
patients (52%) with LV remodelling (all p<0.001)jtmout significant increase in LV mechanical dyssyrony.
During follow-up, there was a progressive increaséV SD (P=0.01). Baseline independent predictofsV
remodelling were perfusion SPECT defect size (p&D.OLVEF (p=0.01) and a history of hypertensiorq®43).

Bone marrow cell therapy did not affect the timense of LV remodelling and dyssynchrony.

Conclusions. LV remodelling 1 year after reperfused MI is asated with progressive LV dyssynchrony and is

related to baseline infarct size and ejection foagtwithout impact of cell therapy on this process
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Introduction

The improvements in treatment of acute myocardidiarction (MI), aimed to restore persistent myodard
perfusion, preserve myocyte integrity and prevefitVentricular (LV) dysfunction, have resulteddrbetter early
survival. However, with more patients surviving thiial stage of AMI, post-infarction LV remodeatigy occurs in a
relevant proportion of patients [1]. Although thentodelling process tends to restore stroke voluespite a
depressed ejection fraction, ventricular dilatisrassociated with a poor long term clinical outcg&jelnfarct size,
infarct-related artery patency, anterior locatibN, end-systolic volume and microvascular obstructare clinical
predictors of LV remodelling. Recent results sugegghat early LV dyssynchrony has an additiondtiahental
impact on LV function [3] and could predict the aoence of LV remodelling [4,5]. However, it remginnclear

whether LV dyssynchrony observed soon after acutes ihdependently associated with LV remodelling.

In the setting of irreversible myocyte loss follogian acute myocardial infarction, and given thergmdogenous
regenerative capacity of the heart, stem cell fhefaas emerged as a unique opportunity for cardegpair.
However, a meta-analysis of randomized controllstridemonstrated a poor long term improvement of lef
ventricular function after stem cell therapy, shogvionly a 3% increase in left ventricular ejectfoaction which

remains the most frequently assessed surrogat®ien @)

Accordingly, this study was conducted to assessdéterminants of ventricular remodelling in patgentith
reperfused myocardial infarction and left ventraoullysfunction eligible for stem cell therapy. Tahieve this goal,
we assessed the 1-year time course of ventricatapndelling in a cohort of patients prospectivelgliled in the

BONAMI trial, a study dedicated to evaluate theseffof bone marrow-derived cells therapy on myoedrdability

[7].



Material and methods

Patient population. The BONAMI study was a randomized, multicentre toglted trial assessing cell therapy in
patients with acute MI. Screening criteria weree 48—75 years, a successful percutaneous coromtnyeéntion
(PCI) with bare metal stent implantation perfornoedthe culprit lesion during the 24 h after theairaf symptoms,
and LVEF < 50% assessed by echocardiography. Tipeitcartery was defined as an occluded arteryyalsevere
stenosis secondary to superimposed thrombus. Rapafbom criteria were defined as follows: LVEf5%
assessed by RNA and absence of myocardial viahilitat least 2/17 contiguous segments by SPECTnhMai
exclusion criteria were: age >75 years; previouscaydial infarction; patient instability after myardial infarction;
cardiac disease except ischemic heart disease;ivangdel coronary artery disease; need for coronary
revascularization in the future; pulmonary edemd eardiogenic shock; advanced renal or hepaticrkgilnon-
cardiac disease adversely affecting prognosis; Wopgthy, thrombocytopenia, and leukopenia. As ipresty
described [7], 101 patients met the inclusion datend were randomized to cell therapy (n=52) mrcontrol
(n=49). After inclusion, patients underwent Thattipperfusion SPECT, equilibrium radionuclide angagry and
echocardiography at baseline, 3 month and 1 ydlwfaup. In the present study, the population cstesl with 83
patients with a comprehensive follow-up at 1 yddwe ethics review board of Nantes University Hadppproved
the protocol, and the study was conducted in aecarel with the Declaration of Helsinki. All subjeg@ve informed

consent.

Radionuclide equilibrium angiography. Planar equilibrium radionuclide angiography (RNA3syperformed in all
patients and left (LVEF) and right ejection fractiRVEF) calculated using a count based methodTBg& mean
phase angle and phase standard deviation wereedefiem the phase histograms. Left ventricular rmedal
synchrony was assessed as the standard deviatitwe ¢éft ventricular phase histogram (LV SD). lwtntricular
contractile synchrony was calculated as the absdalifference between LV and RV mean phase anglesL{R.

Results were expressed in milliseconds (ms).

Myocardial perfusion imaging. Myocardial perfusion SPECT was acquired 15 minated 3-4 hours after a rest
injection of thallium-201 (1.5 MBqg/kg). SPECT datare analyzed using a 17-segment division of tfievmntricle

[9] by consensus of 2 experienced observers blifided any clinical data. Infarct extent was caltethusing an



automated software and expressed as the perceotdgé showing a thallium uptake <60%. This latteiterion
was applied on early images at the acute phasepanédistribution images at follow-up, accordimgprevious
results showing that within the first week after ougrdial infarction, early thallium imaging bettegflects

myocardial viability and functional recovery [10].

Echocardiography. All echocardiography examinations were recorded andlyzed off-line by experienced
investigators blinded from any clinical data. Leéintricular end-diastolic and end-systolic diamégtarEDD and
LVESD) were measured in the parasternal long aei& vLeft ventricular volumes (biplane modified Sison rule)
and ejection fraction were measured from four-chamalpical views and volumes were indexed to bodfasa area
(LVEDVI and LVESVI) [11]. Wall motion score inde\(MSI) was calculated using a 17-segment model i@l @
4-point grading system from 1 (normal) to 4 (dyskia). Pulmonary artery systolic pressure (PASPF determined
using the modified Bernouilli equation. Tissue Digppprofiles were recorded at the medial and |&teréral
annulus from the apical 4-chamber view. Systotisie velocity (S), early diastolic (E') and latasiolic (A’) tissue

velocities were recorded, and the septal and IaE£EA ratio were calculated.

Statistical analysis. Results were expressed as mean + SD or numberefgages), as appropriate. Comparisons
between groups were performed with Student's tstestx® tests. Correlations were presented with Pearson
coefficient (r, p-value). Adjusted correlationsween variables were assessed by linear regressaysés. Logistic
regression analysis was used to analyze the detantsi of LV mechanical dyssynchrony or remodelting LVEF
impairment (odds ratio with 95% CI). These paramsateere: clinical characteristics, MI treatmenticauclide and
echocardiographic parameters. To analyze repeaesmbures over time (imaging parameters), we useadnix
models and adjusted Tukey tests. All models wejestet by the treatment allocated (control or boragrow cell

therapy) and interactions were tested (only p-\v&ak@05 were maintained).

Left ventricular remodelling is a complex processl énvolves different pathophysiological mechanismaer time
[12]. To account for this phenomenon, the predictiralue of potential predictors of late remodellings analyzed
both at baseline and 3 month after myocardial @tian. The presence of LV remodelling was definechaelative
increase of at least 20% in LVESVI between baselind 1-year follow-up. In addition, indexed endteijs

volumes were analyzed as a continuous variablepaedictors of ESVI at 1-year follow-up were detamed. All



analyses were performed using SAS 9.1 statistimi@vare (SAS Institute, Cary, NC, USA). A p-valué.e5 was

considered statistically significant.



Results

Baseline data. Eighty-three patients with a comprehensive follgwat 1 year were included. During primary PCI,
TIMI flow grade Il was obtained in 78 patients 89 The patients included in the study had largecaydial
infarctions, as demonstrated by high peak tropdeirels and a large perfusion SPECT defect resulitngeft
ventricular dilation and systolic dysfunction (s€able 1). Medical therapy was not different betwgeients
groups (see supplemental data). The delay betwgenardial infarction and baseline investigationssa follows:

planar RNA, 4+2 days; thallium SPECT, 5+3 days;ceetndiography, 7+2 days.

LV remodelling at 1-year follow-up. A preliminary statistical analysis of 3-month ang/éar functional results
showed no difference between both patients groaopstiol group and group receiving cardiac cell épg) for
LVESVI and LVEF. Therefore, all patients were fugthanalysed together, independently of cardiactbeltapy.
During the first year after MI, there was a progies impairment of global left ventricular functiowith a
significant increase in both end-diastolic (p<0.D0@nd end-systolic (p<0.0001) volume indexes (sdxe 2).
Along with LV dilation, both inter- and intra-vemtular dyssynchrony progressively increased dufoipw-up,
particularly in patients with LV remodelling (seegtire 1). Similarly, there was also a progressigft &trial
remodelling process. The treatment regimen allac@tentrol or bone marrow cell therapy) did not rifpthe time-

course of LV remodelling and dyssynchrony.

Using univariate linear regression, the baselimampaters associated with ESVI measured at 1-ydamwfap were:
LV SD (p= 0.03), LVEF, LVESVI, LVEDVI, WMSI and tHium SPECT defect size (all p values < 0.0001).
Among the parameters measured 3 months after Mketlassociated with ESVI measured at 1-year follpw-
included LVESVI, LVEDVI, LVEF, WMSI, LVEDDI, LVESDI thallium SPECT defect size, and LV SD (all p
values < 0.0001). Using multivariate analysis, th@éependent predictors of ESVI at 1-year followwpre, at
baseline: LVEF (p< 0.0001) and thallium SPECT deféze (p= 0.002), and at 3 months: ESVI (p< 0.00f1id

WMSI (p= 0.035).

The study population was divided into 2 groups atignts with (n= 43, 52%) and without LV remodejli(tn=40,

48%). At baseline (see table 1), patients with Evhodelling at 1 year showed a larger infarct siftegmented by



increased peak troponin level and perfusion SP&€fé&ct size), and an impairment of LV function deistoated by
decreased WMSI and LVEF compared to patients with&iremodelling. In addition, they were more likelo
have a culprit lesion on the left anterior descegdioronary artery and a history of hypertensionlArear follow-
up, LV SD correlated to RNA LVEF (r= -0.64. p<0.aQp LVESVI (r= 0.54, p<0.0001), LVEDVI (r= 0.55,
p<0.0001), perfusion SPECT defect (r=0.33, p=0.088) peak troponin (r= 0.24, p= 0.037). No sigific

differences in LV mechanical dyssynchrony paransetesre observed between the two groups of patients.

Univariate predictors of LV remodelling at 1-yealléw-up are depicted in table 3. Using logistic ltivariate
analysis (N=79), independent predictors at baseliee RNA LVEF (OR: 0.138, 95% confidence interval053-
6.686, p= 0.01), perfusion SPECT defect size (@WRO73, 95% confidence interval : 0.022-11.390, p30Q) and
hypertension (OR: 0.607, 95% confidence interva300-4.094, p= 0.04). Among the parameters assess8-
month follow-up, LVEDD (OR: 1.133, 95% confidencgedrval: 1.017-1.23, p= 0.02) was an independesdiptor

of remodelling.



Discussion

Despite encouraging initial results, cell therapydty demonstrated a significant but modest impnoset of left
ventricular function in humans. There is a lacldafa analyzing the determinants of left ventricuéamodelling in
patients receiving cell therapy that may help thagte the efficacy of regenerative strategies. rEfationship
between early LV asynchrony observed after an aulitand late LV remodelling is still controversiahd has not
been investigated in this population. The mainifigd of this study can be summarized as followsOag half of
the patients included in the BONAMI trial exhibitesignificant remodelling at 1-year after acute namoial
infarction despite an optimal management; 2) atlyas, the independent predictors of remodellinduded LVEF,
perfusion SPECT defect and a history of hypertemsi®) dyssynchrony at baseline was not predictife o
remodelling in this population; and finally 4) ventilar remodelling was not significantly impacteg bone marrow

cell therapy.

Incidence of left ventricular remodelling. Although LV function is commonly used as a surtegandpoint for
efficacy of cell therapy, the incidence of ventteouremodelling at 1 year after Ml remains unknoirpatients
prospectively enrolled in clinical trials [6,13—-1&puring follow-up, 52% of our study population denstrated a
significant remodelling of the left ventricle, whids higher than previously observed after acuteodaydial
infarction. In a recent study, Mollema et al. [Y&ported a significant remodelling (defined as haotute increase
in LVESV > 15%) in 20% of patients. Using the end-diastobtume index as a marker of remodelling, Giannuzzi
et al. [18] found severe remodelling in 16% of gats. These latter studies investigated non selgittents with a
relatively preserved LV function (mean LVEF from #648%) compared to our study. In patients witigda MI,
Bolognese et al. [1] reported LV remodelling in igher proportion (30%) of patients. The high incide of
ventricular remodelling in our study is likely dteethe enrolment of selected patients with LV dysfion and large

myocardial infarcts.

Dyssynchrony and predictors of |eft ventricular remodelling. Cardiac remodelling after Ml is associated witlopo
event-free survival [1]. White et al. [19] earlyosted that end-systolic volume was the most powerfatictor of
death after myocardial infarction. On the other dhaleft ventricular recovery after successful pnyn®Cl is

associated with a better long-term prognosis [2imBry PCl and pharmacologic therapies targetirg rémnin-
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angiotensin system and neuro-hormonal activatione hshown a beneficial impact on remodelling [20-23]

However, the early identification of patients ajthirisk of remodelling after Ml is of paramount iarfance.

Recent data suggested a relationship between rélingdend dyssynchrony. Using 2D speckle trackidgllema et

al. [17] evaluated 194 consecutive patients adohittéh an acute myocardial infarction treated biyrary PCI. In
this study, dyssynchrony showed the strongest latioa with the incidence of remodelling at 6-moffistiow-up,
even after adjustment for the peak level of tropphipertension, baseline LVESV and baseline LVEDVa series
of 47 patients, Zhang et al. [4] demonstrated gaditents with remodelling (defined in this studyaasincrease in
LVESV > 10% at 1 year) had a higher extent of early dysissony and infarct size assessed by contrast-eetlanc
cardiac magnetic resonance. However, they alsodfdlat dyssynchrony was correlated with WMSI, EEDV,
LVEF and infarct size at baseline. Nucifora ef3].further demonstrated that patients with mecbalhy reperfused
infarction and LVEF< 45% had a higher extent of dyssynchrony and isemainfarct size using contrast
echocardiography. Finally, Turan et al. [24] foumdensitivity of 73% of dyssynchrony for predictiregnodelling

after a first Ml treated successfully by PCI.

In the present study, we found no difference im&epf dyssynchrony at baseline between patients avitl without
remodelling. The BONAMI trial enrolled patients tvitarge infarcts (mean infarct size = 31% of the) lavid LV

dysfunction (mean LVEF: 39%), two factors that eperelated to ventricular dyssynchrony [25]. Ascasequence,
even patients without LV remodelling at follow-upchdyssynchrony at baseline. Moreover, the culptiry was
the LAD in all but four patients in our study poatibn. Previous findings demonstrated that in pasievith anterior
infarction dyssynchrony is increased compared tepis with inferior infarction, even in patientstivnormal QRS
duration [25,26]. Thus, assessing patients witlergmt infarction might also contribute to the lowegictive value of
phase analysis, as anterior segments have a highgibution to observed dispersion with respecinferior and

posterior segments. Nucifora et al. [27] reporedgoral evolution of LV dyssynchrony after repeedisnyocardial
infarction and observed that dyssynchrony changere wmssociated with changes in LVEF. In the prestmty,

although there was a progressive increase of dghsgny over time, baseline inter- or intra-ventlazumechanical
delays was not predictive of ventricular remodellifihe use of the planar technique, that analygsesydchrony on
a projection of the overall cardiac volume, mayéauntributed to the low predictive value of phasalysis in this

study. It is likely that planar imaging does not@a@tely discriminate the respective contributiohshe infarct zone

11



and the remote territory. The assessment of laftriceilar mechanical contraction as determined lhgse analysis
of ECG-gated myocardial perfusion SPECT has beentty proposed to overcome this issue [28]. Herarest al.
[29] demonstrated that the response to cardiacnobsgnization therapy is related to the presencel\df
dyssynchrony assessed by phase analysis from gayedardial perfusion SPECT, including in patientghw
ischemic cardiomyopathy. These results suggestttieatisage of SPECT techniques could be more apatefor

the assessment of left ventricular dyssynchrorpatients with large myocardial scars.

Infarct size and viability are strong predictorsctihical outcome after myocardial infarction. Thegnostic value
of infarct size has been early established [30jgisiyocardial perfusion SPECT. The extent of irtfaane viability
was reported as inversely correlated with furtheanges in end-diastolic volumes at 6 months [31¢rédver,
perfusion SPECT performed within 1 month afterahate phase of infarction could predict ventricealargement
with a high accuracy [32,33]. Our results demonstréhat the independent predictors of a significamodelling in

this population were baseline LVEF and infarct sigeessed by rest perfusion SPECT.

Impact of cell therapy on left ventricular remodelling. Recently, the BONAMI trial [7] demonstrated that
intracoronary autologous bone marrow cells (BMChnaaistration to patients with decreased LVEF af@rwas
associated with a 3-month improvement of myocardialbility. Moreover, LVEF significantly increasday 4.3%
(p =0.001) in the control group and 3.3% (p = 9)0id the BMC group between baseline and 3 montlihout
difference for LVEF at 3 months between the twougs There was no significant difference as wetiveen
patients groups in end-diastolic and end-systelit Ventricular volume. Several meta-analyses éistedal that the
improvement of LVEF and ESV in favour of stem-celerapy is significant but modest (approximately9%-
increase for LVEF, and 5-10 ml decrease for ESVithva high degree of statistical heterogeneity e t
comparisons. A dose-response relationship [6,13y88] found between injected cell volume and LVE&nges, as
well as a significant impact of intramuscular @iministration and low baseline LVEF [14,34]. I thresent study,
an intracoronary injection of BMC performed aftereperfused acute Ml in addition to an optimal estaf-the-art

pharmacological therapy did not significantly impan left ventricular remodelling at 1-year follawp-

12



Conclusion

Patients with large myocardial infarction that fesdi in early left ventricular dysfunction are agn risk of
ventricular remodelling at 1-year follow-up. Baselirest perfusion SPECT defect (i.e. infarct siaeyl left
ventricular function but not LV dyssynchrony wereegictive of remodelling in this population. Finall

intracoronary injection of bone marrow cells did significantly impact on cardiac remodelling.

13
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Figure 1. Time course of left ventricular dyssynchrony acaogdo left ventricular remodelling, at baseline3M
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Tables

Table 1. Baseline characteristics of patients without vishkeft ventricular remodelling

All subjects No remodelling  remodelling  p-value

(n=83) (n=40) (n=43)
Clinical characteristics at baseline
Age (meanzSD) 55.3£11.3 55.1+12.3 55.6+10.5 NS.
BMC group % (n) 54 (45) 45 (18) 63 (27) NS
Male gender % (n) 88 (73) 95 (38) 81 (35) NS
Hypertension % (n) 37 (31) 25 (10) 49 (21) 0.030
Hyperlipidemia % (n) 43 (36) 38 (15) 49 (21) NS
Diabetes % (n) 22 (18) 23 (9) 21 (9) NS
Current smoker % (n) 54 (45) 53 (21) 56 (24) NS
QRS duration (ms) 89.8+17.1 90.0+17.7 89.6+16.7 NS
Peak troponin level (ug/L) 212.6+227.5 157.3+152.1 260.0+269.2 0.039
Time to revascularization (<12h) % (n) 73 (61) 29)( 74 (32) NS
Infarct-related artery (LAD) % (n) 95 (79) 90 (36) 100 (43) 0.050
TIMI flow 2-3 after PCI % (n) 99 (78) 100 (38) 28Q) NS
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Radionuclide parameters

Perfusion SPECT Defect size % (n)

RNA LVEF (%)

RNA RVEF (%)

LV SD (ms)

LV-RV delay (ms)

Echocardiographic parameters

LVEDVI (ml/m?)

LVESVI (ml/m?)

LVEF (%)

WMSI

E/E’ septal ratio

E/E’ lateral ratio

Systolic PAP (mmHg)

31.1+16.3

37.348.1

46.6+10.2

75.6+24.4

24.7+52.8

57.9+14.9

35.8+12.1

38.9+7.6

2.4+0.3

12.1+4.5

10.3+5.6

31.5+10

24.6x15

40.0+7.6

45.849.5

72.1+24.9

15.7+50.6

59.1+14.4

35.1+10.6

41.3+6.5

2.3+0.3

12.1+4.4

10.7+4.5

31.249.4

37.1+15.2

34.947.9

47.2+10.9

78.7+23.8

32.8+54.0

56.7+15.3

36.5+13.4

36.8+8.0

2.5+3

12.1+4.6

9.9+6.4

31.7+10.8

<0.0001

0.005

NS

NS

NS

NS

NS

0.006

0.001

NS

NS

NS

BP indicates blood pressure; BMC, bone marrow €MD, coronary artery disease; LAD, left anteri@sdending

coronary artery; PCI, percutaneous coronary intgfge; MI, myocardial infarction; ACE, angiotenstenverting

enzyme; RNA, radionuclide angiography; LVEF, lefintricular ejection fraction; RVEF, right ventriemlejection
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fraction; LV, left ventricle; RV, right ventricleSD, standard deviation of the phase histogram; LVEDeft
ventricular end-diastolic volume index; LVESVI, lefentricular end-systolic volume index; WMSI, watlotion

score index; PAP, pulmonary artery pressure.
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Table 2. Time course of imaging parameters

Baseline 3 months 1 year Global p-value
RNA LVEF (%) 37+8.5" 40+10.3 39+10.7 0.0014
RNA RVEF (%) 46.3+10.1 48.5+9.1 48.7+8.9 0.0375
Perfusion Defect size (%) 30.6#18 23.8+13 26.6+16.6 <0.0001
LV SD (ms) 75.1+24 76.8+36.7 85.5+37.9 0.0101
LV-RV delay (ms) 24,6535 14.2+42 3 33.5+45 0.0122
LVEDVI 57.5+14.4"% 68.1+21.4 71.6+25.5 <0.0001
LVESVI 35.7+11.7% 42+19 44.7421.7 <0.0001
LVEDD 27+3.4"% 28.3+3.2 28.93.6 <0.0001
LVESD 18.9+3.6™ 20.6%3.5 21.4%4.1 <0.0001
WMSI 2.4+0.3 2.3+0.4 2.3+0.4 0.002
Left atrial diastolic diameter 19.7+2'8 20.842.7 20.5+2.7 0.0007
Left atrial volume index 28.8+10 33.8+11.3° 41.1+22 <0.0001
E/E’ septal ratio 11.9+4.4 12.145.4 13.145.9 NS
E/E’ lateral ratio 10.145.3 9.314.2 10+6.2 NS



Systolic PAP (mmHg) 31.5+9.8 32.449.7 33.849.7 NS

"p< 0.05p< 0.01,"p< 0.001 andp < 0.0001 vs. 3 months;

" p< 0.05,%p< 0.01 and*p < 0.0001 vs. 1 year

RNA, indicates radionuclide angiography; LVEF, leéntricular ejection fraction; RVEF, right ventrlar ejection
fraction; SD, standard deviation of the phase bistm; LVEDVI, left ventricular end-diastolic volumiadex;
LVESVI, left ventricular end-systolic volume indekVEDD, left ventricular end-diastolic diameter; B&D, left

ventricular end-systolic diameter; WMSI, wall matiscore index; PAP, pulmonary artery pressure.
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Table 3. Univariate logistic regression analysis of baselind 3-month predictors of left ventricular remdidel at

1-year follow-up

OR 95% ClI p-value
Baseline parameters
RNA LVEF 0.92 0.86-0.98 0.009
Echo LVEF 0.92 0.86-0.98 0.009
WMSI 16.62 2.84-97.28 0.002
LVEDVI 0.99 0.96-1.02 NS
LVESVI 1.01 0.97-1.05 NS
Perfusion SPECT defect size 1.06 1.02-1.09 0.001
Peak troponin level 1.00 1.00-1.01 0.05
Cell therapy (control vs. BMC) 0.49 0.20-1.17 NS
HTA (no vs. yes) 2.86 1.13-7.27 0.03
Non critical stenoses on non culprit arteries 0.798 0.259-2.458 NS
3-months parameters
RNA LVEF 0.91 0.86-0.96 0.001
Echo LVEF 0.91 0.86-0.96 0.001
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WMSI 21.87 4.67-102.4 <0.0001

LVEDVI 1.03 1.00-1.05 0.03
LVESVI 1.05 1.01-1.08 0.007
Perfusion SPECT defect size 1.06 1.02-1.11 0.003
LVEDD 1.10 1.02-1.20 0.02
LVESD 1.07 0.99-1.14 NS

RNA indicates radionuclide angiography; LVEF, leéintricular ejection fraction; WMSI, wall motion@e index ;
LVESVI, left ventricular end-systolic volume indeXYEDVI, left ventricular end-diastolic volume indeSPECT,
single photon emission computed tomography; LVEDER ventricular end-diastolic diameter; LVESV, tlef

ventricular end-systolic diameter.
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Supplemental data: Medical therapy at discharge

All subjects No remodelling remodelling p-value

(n=83) (n=40) (n=43)
Aspirin % (n) 99 (82) 100 (40) 98 (42) NS
Clopidogrel % (n) 100 (83) 100 (40) 100 (43) -
Beta-blockers % (n) 94 (78) 98 (39) 91 (39) NS
ACE inhibitors % (n) 92 (76) 93 (37) 91 (39) NS
Angiotensin Il receptor % (n) 4 (3) 3(1) 5(2) NS
Statins % (n) 100 (83) 100 (40) 100 (43) -
Diuretics % (n) 49 (41) 40 (16) 58 (25) NS
Aldosterone antagonists % (n) 27 (22) 20 (8) 33 (14 NS
Anticoagulants % (n) 47 (39) 38 (15) 56 (24) NS
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