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Limited data are availableon the effects of the early
administration of angiotensin-convertingenzyme

inhibitors(ACE) on the onset and progressionof con-
gestiveheart failure(CHF) in patientswith acutemyo-
cardial infarction (AMI) not selected on the basis of
left ventricular function.’ In the CONSENSUS II
study2as well as in the recentlypublishedGISSI 3 and
ISIS IV studies3>4the early administrationof an ACE
inhibitor to patients with AMI did not result in any
sizeable clinical benefit to CHF. These studies,how-
ever, reported the results achieved in large, unselected
populationsof patients includingmany subjectswith a
very low risk of developingventricularremodelingand
CHF. Accordingly, it is appropriateto investigatethe
effects of ACE inhibitors (started within 24 hours of
an AMI) in patients with high risk of cardiovascular
events. Since an anterior location of AMI is often as-
sociated with a greater degree of ventriculardysfunc-
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tion5and the worst outcomein terms of mortalityand
occurrenceof CHF,Git seemed a reasonableproposi-
tion to test the efficacyof early ACE inhibitionin pre-
venting CHF in patients with anterior wall AMI. The
research was planned as a substudyof the Survivalof
MyocardialInfarctionLong-termEvaluation(SMILE)
trial,7 which primarily tested the ability of the early
administration of zofenopril calcium to reduce the
short- and long-term occurrence of major cardiovas-
cular events in patients with anterior wall AMI with
no thrombolytictreatment.

M
The SMILE trial was a randomized, double-blind,

placebo-controlled trial in 1,556 patients with AMI
located anteriorly who were not eligible for throm-
bolytic treatment; they were enrolled at 154 centers
in Italy (see Appendix). The study was conducted
in agreement with the Declaration of Helsinki (Hong
Kong Revision 1989) and was approved by the In-
stitutional Review Board of the University of Bolo-
gna as well as by the local ethical committees when
required. All the patients provided informed consent
before randomization.

In the SMILE trial, patients of either sex, aged 18
to 80 years, were eligible for enrollment if ( 1) they
presented to the intensive care unit within 24 hours
from onset of typical chest pain associated with elec-
trocardiographic signs of definite anterior wall myo-

0 by Excerpta Medico, Inc.
All rights resewed.

0002-9149/96/$15.00 3
Pll S0002-9149(96)00285-8



T I Comparability of Study Groups at Baseline

Placebo Zofenopril
Variable [n = 586) ( = 560)

Mean age (yr] (mean t SD) 64 ~ 5 64 t 4
Men/women (no,, %) 433/153 (74/26) 403/157 (72/28]
Clinical histary at admissian (na., %)

Previaus myocardial infarction 83 [14) 78 (14)
Diabetes mellitus 119 [ 1 (
Hypertension 239 (41) 224 (40]
Angina pectoris 190 (32) 178 (32)

Mean * SD haurs to hospitalization 9,2 ~ 1

Mean ~ SD haurs ta randomization

9.1 ? 1
14.9 t 1 15 ~ 1

Characterization of index Ml (n, %)
Q-wave 489 (83) 470 (84)
nan–Q-wave 97 (17)

Medication use within 24 hours of

90 [16)

randomization (no., ‘%]
Antiplatelets agents 334 [57) 308 (55)
P blockers 116 [20) 103 (18]
Calcium ontaganists 67(1 1] 61 (11]
Digoxin 8 (1) 9 (2]
Diuretics 53 (9) 5 (
Nitrotes 258 (44) 245 (44)

,. ,. .
Ml = myocardial infarction.

or /.3 mg were wmmrawn Irom the
study. Patients were seen while they
were in the hospital (7 to 15 days),
after 4 weeks, and at the end of the
double-blind treatment period (6
weeks i 3 days) during which time
they could be treated with any other
drug except ACE inhibitors. On
completion of the 6-week, double-
blind period, the patients stopped
taking study medications but con-
tinued their concomitant treatment
for an average period of 48 + 4 ad-
ditional weeks when the occurrence
of CHF was blindly evaluated. Ac-
cording to the study protocol, pa-
tients who developed CHF during
the trial were initially treated with
conventional therapy including di-
goxin, diuretics, and nitrates. If the
symptoms of heart failure persisted,
treatment with ‘an ACE inhibitor
was initiated.

The primary objective of this
cardial infarction, and if (2) they were unable to re- SMILE substudy was to investigate the 6-week oc-
ceive thrombolytic treatment- because of late
admission to unit or had individual contraindications
to systemic fibrinolysis.8’9

Patients were excluded from the present evalua-
tion if they had 1 of the following symptoms on ad-
mission: ( 1) clinical signs of CHF, (2) supine sys-
tolic blood pressure <100 mm Hg, (3) serum
creatinine level >2.5 mg/dl, (4) previous history of
CHF, (5 ) current treatment with ACE inhibitors, (6)
contraindications to the use of ACE inhibitors, and
(7) inability or refusal to give informed consent. All
potentially eligible patients received standard ther-
apy including analgesic agents, ~ blockers, nitrates,
calcium antagonists, aspirin, inotropic drugs, diuretic
agents, and anticoagulants as indicated.

The study drug, zofenopril calcium (Bristol My-
ers-Squibb Company, Princeton, New Jersey), is a
new short-acting sulfhydryl-containing ACE inhib-
itor, prodrug ester analog of captopril. Its pharma-
cologic characteristics have been extensively re-
viewed 10’11and the drug is safe and well tolerated.12
Zofenopril actively inhibits circulating as well as
cardiac and vascular converting enzymes, 10”1with a
substantial capacity to enhance coronary blood
flow13and contractile function of stunned myocar-
dium independently of prostaglandin metabolism.’4

The patients were randomly assigned according
to fixed blocks of treatment to receive zofenopril or
placebo; the randomization procedure has been pub-
lished elsewhere.15The initial dose of the study med-
ication was 7.5 mg and was repeated after 12 hours
if tolerated. The dose of 7.5 mg twice daily was
maintained for a cumulative period of 2 days, and
then progressively doubled to the final target dose of
30 mg twice daily if systolic blood pressure was
>100 mm Hg and no signs or symptoms of hypo-
tension occurred. Patients unable to tolerate the dose

currence of eith&-mild to mod~rate or severe CHF
in patients treated with zofenopril. The prospectively
defined secondary end point was to investigate the
prevalence of CHF after 1 year of follow-up in the
same group of patients.

After randomization during the in-hospital pe-
riod, mild to moderate CHF was defined by the pres-
ence of =3 of the following symptoms: third heart
sound; bilateral pulmonary rales; radiologic evi-
dence of pulmonary congestion (a score above grade
II on the scale of Madsen et allG); or peripheral
edema that improved after pharmacologic treatment
(no ACE inhibitors). Severe CHF was defined by
the need for an open-label treatment with an ACE
inhibitor for the presence of mild to moderate CHF,
despite concomitant administration of digoxin, di-
uretic agents, and vasodilators other than ACE in-
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hibitors. During the follow-up phase of the study,
symptoms of CHF were defined by the same cardiol-
ogist responsiblefor evaluating the patient during the
double-blindphase of the trial and according to New
York Heart Associationfunctionalclassification.

S ta nThe results of the study were
analyzed by an independent data coordinating center,
and no formal interim analysis was undertaken dur-
ing the course of the trial. The difference in the cu-
mulative prevalence of mild to moderate and severe
CHF at 6 weeks was the main comparison between
the 2 treatment groups. All analyses were performed
on an intention-to-treat basis and p values were re-
ported as 2-tailed. The comparability of baseline
characteristics in the 2 treatment groups was ascer-
tained by chi-square test for categorical variables
(with Yates’ continuity correction where appropri-
ate) and a standard normal t test for continuous vari-
ables. The chi-square analysis was applied to data
with the Mantel-Haenszel extension for comparisons
between the 2 treatment groups. A p value <0.05
was considered statistically significant. Kaplan-
Meier estimates for the distribution of time from ran-
domization to event were computed both for cumu-
lative and severe CHF. The log rank test was used
for comparison of the 2 groups (zofenopril and pla-
cebo).

R
From January 1991 to November 1992, a popu-

lation of 1,556 patients were enrolled in the SMILE
trial from a total of 154 Italian coronary care units.
From the initial patient population we excluded 410
subjects with clinical signs of CHF before random-
ization. In all, 1,146 patients were evaluated in this
substudy and all of them have been followed-up ac-
cording to the time schedule. There were 560 pa-
tients in the zofenopril group and 586 patients in the
placebo group and both groups were comparable at

baseline with regard to demographic
characteristics,clinical data, and dis-
tribution of concomitant pharmaco-
logic treatments (Table I).

D t During
the 6 weeks of double-blind treat-
ment, clinical signs of CHF oc-
curred in 81 of the 586 patients
(13.6%) in the placebo group and
in 74 of the 560 ( 13.2’%0) undergo-
ing zofenopril treatment (Figures 1
and 2), and no difference was ob-
served between the 2 groups. The
number of patients with mild to
moderate CHF was comparable
even though a slight but not signif-
icant increase was observed in the
group treated with zofenopril (65
patients; 11.6%) versus controls
(60 patients; 10.2%). Conversely,
the prevalence of severe CHF was
significantly decreased in patients
receiving ACE inhibition (Figures 1

and 2). Within the group of 30 patients (2.6%) who
experienced a severe CHF, 9 ( 1.670) were in the
zofenopril group and 21 (3.6910)were in the placebo
group, and this difference between groups was sta-
tistically significant (risk reduction 56%; 95’%con-
fidence interval 9 to 63; p = 0.0325). The lesser
occurrence of severe CHF was associated with a
trend toward a reduction in cumulative 6-week mor-
tality (Figure 3) even though the figures did not al-
low any conclusion based on statistical inference.
The beneficial effect of zofenopril administration
was confirmed by data summarizing the 6-week
combined occurrence of major cardiovascular
events, i.e., death or severe CHF. In the group of
patients actively treated with the zofenopril, the com-
bined occurrence of death or severe CHF was re-
duced significantly compared with .placebo (28 pa-
tients [4.8%] vs 48 patients [8.2?lo]; risk reduction
59%; 95% confidence interval 11 to 71; p = 0.024).
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TABLEII Concurrent Treatments After Six Weeks of Double-
Blind Treatment

Placebo Zafenopril
Treatment (n = 586) (n= 560)

Digitalis 49 (8) 39 [7]
Diuretics 73 (12] 66 [12)
Calcium antagonists 65 (11) 66 (12)
P blockers 77(1 3) 73 (13)
Aspirin 321 (55) 270 (53]
Nitrates 153 [26) 134 (24]
Vasodilatars 10 (2) 7 (1)
Noncardiovcrscular drugs 56 (10) 62 [11)
COranary angiaplasty 27 (5J 25 [5)
Corono~ bypass 16 (3] 12 (2)

Values am expressed os number [%].

With regard to concomitant pharmacologic treat-
ment during the 6 weeks of double-blind treatment,
the data aI~ summarized in Table II. The clinical
differences observed between the 2 groups of pa-
tients cannot be accounted for by differences in drug
therapy or in the rate of surgical procedures.

l oo bAfter 1 year of follow-up,
the occurrence of clinical signs of CHF was not dif-
ferent between patients treated with zofenopril and
those given placebo (Table III). However, by con-
sidering the 2 groups of patients according to the
New York Heart Association classification, we ob-
served a significantdifference in the severity of CHF
(Table III). Again, the differences between the 2
groups of patients cannot be explained in terms of
differences in the concomitant pharmacologic and/
or surgical treatment (Table IV). In particular, the
use of open-label ACE inhibitors was not different
between patients treated with zofenopril and those
given placebo.

Concerning compliance with treatment, the per-
centage of patients taking their assigned study med-
ication at the last study visit was similar in the pla-
cebo (78.1%) and the zofenopril group (77.3%; p =
NS). Of these patients, 86.4% in the placebo group
and 79.9% in the zofenopril group reached the target
daily dose of 60 mg after randomization. Owing to
the short period of follow-up and the marginal pro-
portion of events, a small percentage of patients
complained of adverse effects during the double-

TABLE111Oneyear Occurrence of Congestive Heart Failure
and New York Heart Association Class Distribution in Patients
Treated f Six Weeks With Placebo or Zofenopril

Placebo Zofenopril
(n= 586) (n= 560) p Value

Cumulative CHF 87 [15) 86 (15) 0.813

NYHA CIOSS
I 2 (2) 7 (8) 0
I 4 [ 4 ( 0
I 2 ( 2 ( 0
I 2 ( 9 (11) 0.001

Total 87 [1 00) 86 (loo)

Values are expressed as number (%].
CHF = congestiveheart failure; NYHA = New York Heart Association.

TABLEIV Concurrent Treatments During One Year af
Observation

Plcscebo Zofenopril
Treatment (n= 586] (n= 560) p Value

Digitalis 4 ( 4 ( 0
Diuretics 76 (13] 75 [13) 0.715
ACE inhibitors 147 [25] 144 (26) 0.284
Calcium antagonists 92 (16) 114 (20] 0.124
D blockers 78 (13) 71 (12) 0.158
Aspirin 461 (78) 456 (81) 0.168
Nitrates 186 (32] 181 (32) 0.419
Anthiarrhythmic drugs 21 (4) 17 (3) 0.413
Noncardiovascular 53 (9] 58 (10) 0.201
Coranary angiaplosty 38 (6] 41 (7) 0.780
Coronary bypass 34 (6] 40 (7) 0.959

Vcdues❑ re expressedas number (%].
ACE = angiotensin-convertingenzyme inhibiters,

blind phase of the trial; none of the common adverse
effect; of ACE inhibitors were reported as signifi-
cantly increased in patients treated with zofenopril.

D
ACE inhibitors have been proven to be effective

for the treatment of many cardiovascular diseases
including arterial hypertension, heart failure, and
acute myocardial infarction. The present study dem-
onstrated that the early administration of zofenopril
to patients with AMI can prevent the progression of
CHF in patients with anterior wall AMI not under-
going thrombolysis. Our findings are largely in
agreement with those reported by the SAVE study
that reported a lesser rate of hospitalization for CHF
and a reduction in mortality rate for CHF in patients
with symptomless left ventricular dysfunction
treated with captopril.17Moreover, the conclusions
of the present study are also in keeping with the re-
sults of the prevention arm of the SOLVD study that
demonstrates the capacity of enalapril to reduce the
rate of development of CHF and to increase the me-
dian length of time to the development of CHF in
asymptomatic patients with reduced left ventricular
ejection fraction.18 Impofiantly, our results were Ob-

tained without pretrial selection of patients according
to baseline left ventricular function or individual
drug tolerance, and this strategy gives a simple ap-
praisal of the benefit of treatment with zofenopril and
increases the relevance of the findings to normal
clinical practice.

The reduced progression of CHF to the more se-
vere stages we observed did not result from a pro-
portional reduction in the cumulative prevalence of
the disease (Figures 1 and 2). These findings do not
agree with the conclusions of the SAVE and SOLVD
prevention trials17’18that reported a reduction in the
cumulative incidence of overt CHF in patients
treated with ACE inhibitors, thus arguing that pro-
phylactic therapy with these drugs can interfere with
the natural history of CHF. The discrepancies be-
tween the various studies could be basically related
to the characteristics of the study populations. In-
deed, all the patients in SAVE and SOLVD studies
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had evidence of left ventricular systolic disjunction
at baseline and were therefore likely to have CHF
eventually. In addition, most patients showed some
clinical sign of CHF either at randomization ( >30%
of the patients in the SOLVD prevention arm were
in New York Heart Association class II) or during
the acute phase of the index AMI (about 40% of the
patients in the SAVE trial were in Killip class >1
during the in-hospital period). This could have in-
creased the power of the treatment with ACE inhib-
itors to prevent the development of the clinical overt
CHF. Conversely, in our study, we enrolled patients
who did not undergo thrombolyis and were not se-
lected because of left ventricular dysfunction, with
the exclusion of those with a history or clinical signs
of CHF. We speculate that in this group, the devel-
opment of CHF could be primarily related to the ini-
tial loss of myocardial tissue, which can be unlikely
modified in humans by therapeutic doses of ACE
inhibitors. A further possible explanation for the dis-
similarities between the present data and the findings
of either SAVE or SOLVD could be in the duration
of treatment with ACE inhibitors in the studies. In
the SAVE and SOLVD trials, patients were actively
treated for several years with ACE inhibitors, and
this could have reduced the prevalence of cumulative
CHF acting through a long-term prevention of the
remodeling processes. Again, the failure to demon-
strate a reduction in the overall prevalence of CHF
inpatients treated with zofenopril could be explained
by the lesser mortality rate observed in this group of
patients (Figure 3), and confirmed after 1 year of
follow-up.7 Interestingly, the absolute reduction in
mortality observed after 6 weeks in patients treated
with zofenopril strictly corresponded to the excess
in the prevalence of mild to moderate CHF ( + 1.4%)
in the same population (Figure 1). We speculate that
the improved survival observed in patients under-
going the 6-week treatment with zofenopril may
have increased the proportion of patients developing
CHF, particularly during the first 2 weeks after ran-
domization when the Kaplan-Meier curves for cu-
mulative CHF (Figure 2) seem to suggest a trend
toward a greater event rate in patients treated with
zofenopril. This observation could be crucial for the
interpretation of the studies evaluating the pharma-
cologic strategies aimed at preventing the develop-
ment of CHF in patients with AMI. We suggest that
a simple evaluation of the cumulative incidence of
CHF may not be representative of the efficacy of the
treatment with ACE inhibitors, unless it is inter-
preted according to concomitant data on mortality
and severity of CHF. The same concept could also
apply to the results of the other trials where acute
administration of ACE inhibitors has not resulted in
a significant reduction in cumulative prevalence of
CHF.2-4 In the present study, the combined occur-
rence of death and severe CHF is significantly re-
duced despite the lack of any significant reduction
in the prevalence of cumulative CHF (Figure 3);
thus, treatment with zofenopril must be regarded as
a reasonable strategy for the treatment of patients

with AMI, particularly when myocardial reperfusion
with thrombolytic agents is not appropriate.

A cWe are indebted to Professor
Gianfranco Patrizi, MD, and Filiberto Claroni, MD,
for their continuous research.
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T following persons and study centers participated in the SMILE

study (names of participating hospitals are given in the parentheses).
Albino Laziale (G. Ruggeri, L. Giamundo); Alesssmdria (P.A. Ravazzi,
G. Tavemo, M.C. Ferrara); Ancona LN.R.C.A. (E. Paciaroni); Ancona
“Lan.isi” (A. Purcam); Arknzo (V. Zucconelli); Avellino (D. Roti-
roti); Bari (L. Colonna, C. D’Agostino, F. Bovenzi); Barletta (D. Mes-
sina, G. Deluca); Battipaglia (G. Morrdillo): Belluno (P. Pellegrini, A.
Da Rold, G. Soravia); Benevento (S. Lombardi): Bologna ‘rllzzrdi”
(D. Bracchetti, P.C. Pavesi, M. Mezzetti); Bologna ‘“S. Orsola” (A.
Brmrzi, G. Melandri); Bologna “Malpigbi” (G. Di Biase); Borgosesia
(M. Gronda, V. Magrrano); Breno (G. .%meo, A.C. Tosin); Brescia
(C. Rusconi, A. Gardini); Broni (L. Corradi, B. Albonico, R. Scrrbro-
setti); Brindisi (A. Verrienti, A. Storelli): Busto .+Wizio (v. De pe~a,
E. Cecchetti); Crrgliuri (A. Cherchi, C. Lai, E. Orarri); Czttznisetta (C.
Arnico, A. Federico, F. Vrrrrcberi); Czmposanpiero (A. Pantakmi);
Curpi (A. Merighi); Caserta (E. Correzle, C. Chieffo, M. Catanzaro);
Castclfranco Veneto (C. Cerrretti, G.L. Suzzi, F. Canel); Castel Nuovo
rr~ Monti (U. Guiducci, D. Molimwi); Castellamme di Stabia (G. Pepe,
E. Murena, L. De Vivo); Castrovillari (L. Vigna, C. Catuelli); Cararria
“S. Luigi Gonzaga” (A. Circe, S. Raciti, R. Bosco, F. Platunia); Cata-
nia ‘cVitturio Emmmele 11” (F. Casaccio); Catania “Cannizzmo” (A.
Gakrasi, R. Coco, M. Frarrco); Cararria “Garibaldi” (S. Marrgiameli);
Caranzaro (M. Primersno); Cava dei Tirreni (R. Della Monica); Centu
(P. Altxmi, F. Ippolito, M. Ribani); Cesena (P. Acito, D. Capelletti);
Chiari (C. Bellet, G. Beghelli); Cinisello Balsamo (G. C. Maggi); Citta-
deller (P. Maiolino, U. Di Lie, A. Calvanese); Codigoro (L. Suriani, V.
Di Chiara); Colleferro (S. Sonnino); Coma (G. Fermi); Copertino (G.
De Rinaldis); Correggio (S. Signorelli, L. Lusetti); Cuneo (E. Uslenglri,
F. Msrgsria); Desenzzno del Garda (B. Lomanto, A. Rossi); Desio (D.
Riva, G. Iacuirti, G. Cattb); Domodossola (G. Tirella); Eboli (F. Giov-
ine); Faenza (A. Maresta, L. Pirazzini, F. Tzni); Fnrro (F. Pupita); Fer-
rara (L. Codech); Fidenza (L. Andreoli, A. Varacca); Firenze (F. Mzr-
chi, P. Battelli, L. Sabatini); Foggia (D. De Matteis, G. Maulucci);
Foligno (L. Tini Bnmozzi, R. Liberati, C. Pagnotta); Forll (F, Rusticali,
C. Simoni); Fosszno (M. Radogna, M. Tallone, R. Conte, A. Airaldi);
Fucecchio (A. Ieri, G. Fmdella, A. Ferreri): Geneva “S. Martino” (F.
Basso, R. Delfmo, E. Oldoino, G.L. Secchi); Geneva “University” (S.
Caponnetto, M,P, Masperone, T. Camzza); Grosseto (T. Lanzetta, A.
Cresti); Imola (C. Parchi); Lanciano (L. Di Guglielmo, G. Mastrogiu-
seppe); La Spezia (G. Ragazzini); Latina (B. De Pasquate); Lavagna
(A. Berhdla, R. Bollini); Lecce (F. Bacca): Lecco (V. Locatelli, M. T.
Savoia, M. Valsecchi); Legnano (S. Romrmo, T. Forzani, M. Pagrmi);
Lao (G. Moretti, A. Lanzini, E. Bossoni); Livomo (P. Del Bene, M.
Cascone); Lodi (M. Orlandi, A, Masa, G.F. Gatloni); Lucca (G. Masini,
L. Meli, M. Lazzmi, R. Lorenzoni); Lugo (M. Sanguinetti, F. Tomas-
sini); Magenta (A. Maggi, G. Bardelli, R. Ferraresi); Matcra (L. Tarr-
talo); Melegrmno (G. Colombo, G. Bignamini); Mestre (E. Piccolo, F.
di Peale, G. Turiano); Messina (G. Casella, L. Pavia, “F. Casella); Mes-
sina (F. Consolo, F. Amigo, M. Giannetto, A. Consolo); Milmro (C.
Belli, L. Oltrorra Visconti, P.A. Merlini); Milano “Policlinico” (A.
Lotto, A. Foresti, M. Lettino); Milarro (L. Pozzoni, A. Lomuscio); Mil-
mro “Fatebcnefratelli” (P, Sarma); Mimndola (A. Rigo, S. Pancaldi);
Mimno (D. D’Este, P. Allibardi); Modena (G. Mattioli, A.V. Mattioli);
Moncatieri (G. Lavezzzro); Monfalcone (M. Palmieri, P. Moratd); Mon-
selice (G. Reffo); Montebelluna (R. Sarrdri, R. Zarnprogno, G. Neri);
Monterotondo (E. Checchi); Napoli (O. De Divitiis, S. Di Somnra); Na-
poli (M. Condorelli, B. Trimarco); Napoli (G. Pucciarelli); Napoli (R.
Santamaria, R. Spadaro); Nettuno (M. Mostacci, D. Banda); Paler?rro
(G. Barone); Par’ma (G. Botti, A. Finmli, L. Morozzi); Pavia (C. Mon-
temmtini, A. Poli, A. Mussin); Perrrgia (L. Corea, M. Bentivoglio, G.
Bardelli); Pescam (E. D’Annunzio, G. Materazzo); Pescia (L. Papi);
Piacenza (U. Gazzola, M. Groppi, A. Rosi); Piazza Amrerina (B. Aloisi,
M. Farnrggio, G, Bnirmco); Piera Ligure (D. %nfelici, V. Tarditi);
Piove di Sacco (C. Mae’tines); Pisa ‘cC.N,R.” (A. Biagini, R. Tongiani,
M.T. Baratto, F. Paoli); Pisa (A. Bigalli, A. Boem, G. Del Cnrratore);
Pistoia (F. Del Citema, A. Giorni, E. Balli); Polla (T. Di Napoli); Pol-
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