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SULFINPYRAZONE IN THE PREVENTION OF SUDDEN DEATH AFTER MYOCARDIAL
INFARCTION

‘TiE ANTURANE REINFARCTION TRial REsEArcH Group

Abstract We report the raesuits of a randomized,
doubie-biind, muiticenter trial comparing sulfinpyra-
zone (200 mg four times a day) and a pltacebo in the
prevention of cardiac mortality among 1558 patients
followed for an average of 16 months, beginning
25 to 35 days after a documented myocardial infare-
tion.

All but one of the 1068 deaths in the group were car-
diac; 59 were sudden. The reducticn in cardiac mor-
tality at 24 months in the suifinpyrazone group was 32
per cent (P = 0.058), and the reduction in sudden
death was 43 per cent (P = 0.041).

The bensfit of sulfinpyrazone was aitributable en-

IN September, 1975, we began a double-blind,
multicenter clinical trial (o assess the efficacy of
sulfinpyrazone (200 mg four times daily} in reducing
cardiac mortality among patients with a recent,
documented myocardial infarction. We stopped add-
ing patients to the study on July 31, 1977. The data
accumnulated during this 23-month period  have
already been reported; they showed a statistically
significant reduction in total cardiac deaths and in
sudden deaths, with the reduction in sudden deaths
responsible for almost all the benefit achieved.!
However, the average duration of follow-up was
only 8.4 months, and although a benefit of ireatrent
over the first few months was clear, the long-term ef-
fects could not be established. The 1rial was therefore
continued to its predetermined end —- the study of all
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tirely to a reduction in sudden death during the gag.
ond through seventh months after infarction, whap,
there were 35 cardiac deaths in the placebo group ang
17 in the sulfinpyrazone group (P = 0.021); of thase
deaths, 24 in the placebo group and six in the sulfip.
pyrazone group were sudden cardiac deaths — a sy)-
finpyrazone-induced 74 per cant reduction in the ¢g)-
culated mortality rate {P = 0.003).

We conclude that sulfinpyrazone prevents sudden
cardiac death during the high-risk period shortly atter
an acute myocardial infarction, but that there is ng
turther apparent effect beyond the seventh month
after infarction. (N Engl J Med 302:250-256, 1880)

patients receiving therapy for 2 minimum of one year
and a maximum of two years, to assess both the dura-
tion of benefit and any hazards of long-tertn therapy.
The short-term results were disclosed to all in-
vestigators and, through them, to the study patients.
Without breaking the code, a new informed consem
was sought, and all but seven of the patients in the
study clected to continue the trial and their original
study drugs. The trial ended on August 15, 1978,

METHODS

Eligibillty, Obasrvationa, and Measurements

The methods of this rial have been reported previously,! All
criteria for patient eligihility were established before the start of the
trinl and applied consistently throughout its dugation. Cthserva-
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tions were recorded at [ellew-up visits that took place in accordance
with the predefined schedule. All daia collecied on dropoeuts during
their carlier participation in the trial were included in the analyais.
The survivorship of every eligible patiemt ever in the study, in-
¢luding all who withdrew, was determined as of August 15, 1978, or
after 24 manihs Irom entry.

Classification of Deaths

Since there are different causes of cardiac mortality and aulfin-
pyrazone may affect each cauze dilferently, specific criteria were
employed to enaure appropriate classification of deaths. This was
done before the inception of the trial, and these criteria were ap-
plied consistently throughour, with alt decisions made without
knowledge of medication received. Categories of cardiac death
included “sudden death,” **myacardial infarction,” and "other car-
diac” deaths.' Deaths were reviewed and categorized by the ap-
propriate trial comtmnittees, including the audit and policy commit-
tees.

In accordance with eriteria established before the start of the
study, all deathy amoeng eligible patients were also classified as ana-
lyzable or nonanalyzable.' Analyzable deaths formed the basia for
the primary analysis of the efficacy ol sullinpyrazone. Al! nonana-
lyzabile deaths (those not appropriate for analysis of the drug’s effi-
cacy) were tabulated separately. Nonanalyzable deaths included
those oceurring within the first seven days of therapy, these occur-
ring more than seven days after terminatiun of therapy {(dropouts),
those amang patients who did not comply with instructions, and
those attributed directly 10 surgery in which no asseciation eould be
established with a nonfatal event while the patient was on study
treatment.

Procedures and Statistical Methods

Data were recorded on strustured forms and submitted directly
to the coordinating center. The information on the forms was sub-
jected 1o A minimum of 10 per cent data verification of patient
eligibility by an independent suditing group {faculty members of
Columbia University, Schaol of Public Health, Depaniment of Epi-
demiology). A comprehensive audit of wrial procedures was con.
dueted under the direction of faculty members of the Department of
Epidemiology, Jehns Hophking University, and later by faculty
members of the departments of Preventive Medicine and Biomet-
rics, University of Colorads, to verify the imegrity of the execution
of the atudy. In particular, careful audits were made of the data an
patients whe died during the study and of the data on a random 10
per cent sample of all other patients.

Assessment of efficacy was based on the regression model and
life-table merhod developed by Cox?® and extended by Kalbfleisch.®
To compenaatc, at least in part, for small imbalances in prognosis
that arise by chance, the two treatment groups were compared after
adjustment fer 43 covariates. Since the set of covariares contained
many individual covariatea related to prognesis rather than only a
few that greatly outweighed all the others, two weighted compos-
ites were formulaied: onc for electrocardiographic covariates and
one Jor nonelectrocardiographic covariates. The Cox adjustmen
for covariates was the primary methed of analysis and is the one re-
ferred to in the text unless otherwise noted. Additional analyses
were underiaken wilth the methods of Cox (unadjusied), Mantel,*
and Breslow.*

Resurrts

Trlal Subjects and Follow-up

The number of patients entered into this trial was
1629. Without knowledge of the treatment group, the
policy committee excluded 71 patients from analysis
because they did not meet the criteria of the investi-
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gational protocol. Of the remaining 1558 eligible pa-
tients, 1143 (73.4 per cent) completed the protocol as
planned, and 415 withdrew prematurely from the
study for the reasons listed in Table 1. Each category
of withdrawal and eligibility was well balanced be-
tween the two treatment groups for both [requency of
occurrence and reasons for discontinuation.

Table 2 summarizes the principal characteristics of
the 1558 cligible paticnts as they entered the triai; the
characteristics include sex, age, selected details of the
medical history, anatomic location of the qualifying
myocardial infarction as determined by electrocar-
diographic changes, and relevant electrocardiograph-
ic findings at entry into the study. The two trcatment
groups had a nearly equal distribution of all charac-
teristics, including the incidence of abnormal ventric-
ular rhythm on the entry tracing.

Table 1. Categorization of Patients Entering Drug Trial aftar
Myocardial Infarction.

CATEIGORY FlLaCEB) SULRINFY RA TGN Totm
Cinouyr Gmour
NO. OF PATIENTY
Paticnts entered L1 813 162y
Ineligible patients 3 Ll ] T
Eligible patisnis 783 7% 1558
Complated nudy 563 SE0 1143
Withdrow from study 220 195 415
Medical withdrawals 114 BR X2
Newly observed 29 29 58
signs and symptoms
Intercurrent iliness M 27 6]
Unagceptable concomilant 5 k>4 i3
medication
MNonmedical withdrawels 106 107 1
Failure 10 follow ] 26 4B
appaintment schedule
Refusal of thorapy 36 n 7
Administrative and 48 hiH 98

clher problems

The average exposure to therapy was 16.4 months
for patients receiving sulfinpyrazone and 15.6 months
for those receiving a placebo; the combined average
was 16.0) months for all patients followed for at least
one year. For those patients who withdrew (rom the
study, the corresponding average exposure to therapy
was 7.2 months for sulfinpyrazone and 7.6 months for
placebo; the combined average is 7.4 months.

Compllance

Drug compliance, measured by means of tablet
counts, was determined for the entire study group.
Eighty-seven per cent consistently showed a com-
pliance rate of at least 80 per cent (i.e., took at least B0
per cent of prescribed medication), Compliance rates
of less than 80 per cent could be explained in most
cascs by a documented medical reason or some other
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Table 2. History and Sslected Characlerlstics of Patlents at
Entry into Trial.

Sl Pru-

ClHALATTARISTI TotaL PLACERD
FYNAZONE
LTTR ¢ 1] Nu. (%) wo. (W}
No. of palients 1548 781 75
Sex
Male 1345 (86.3) 679 (B&7) 666 (BS.9)
Femnale 13 (13 104 {13.3) 109 (14.1)
Age (y1)
<355 713 (45.8) 35T (456) 156 (459
5670 RS (54.2) 426 (344) 419 (54.1)
Mean 56.6 6.5 56.8
History
Myocardial inlhretion W07 1T 22 150 (19.4)
Angina S$17 (332 163 (336) 28 (328
Hypertenaion 07 (325 282 (22) 255 (12.9)
Pulmonary embslivm 1 {oh 6 {0.8) 5 08
Thrombophlebitis 41 (2.8) 19 (24) 24 3D
Stroke % (LT 12 {L.%) 14 (1.8)
Ciaudication 63 (4.0) 5 43S 22 (18
Diabetea 169 (108) 92 (LT T (99
Smoking before infarclion 1011 {649 510 {65.2) 501 (64.7)

Elecirocardiographic
Tindings a1 first visit
Yontriculas arthythmia 49 (3.1 % AN 20 (2.8)

Elecirocardiographically
determined locations of
seute infarctions®

Anterior infarclion 86 (1.8 296 (T8 290 (174
Inferior infarction BBS (56.8) 4)9 (56.1) 446 (575}
Anterior and inferior EIR ] 12 (1.5} 19 {2.5

infarction
Lateral infarciion
Complete or incomplete
left bundle-branch Block
Nonspecific 8T-T wave
sbnormalities

M@ 19 e 14 (18}
B O05) 5 (06 1 (04)

15 Uk 12 (1.5 1 04

“tnlarct kecations st detormined nt the time of the qualifying myocardial infurction, in
contrast 1o method in previous publicalivn,! (n which Lhe categorization of patients was
hused on the electeocardiogram Liken mt emiry into the trinl (25 La A5 duys afier infarc-
lion).

valid reason lor interruption of therapy, Only 2 per
cent of the study group demonstrated less than 80 per
cent compliance without a satisfactory explanation.
Compliance among patients receiving sulfinpyra-
zone was also monitored by means of serum levels of
uric acid, which decreased to less than 70 per cent of
the base-line value in 87 per cent of the patients, Ten

Table 3. Distribution of Analyzable Deaths at 24 Months atler
Myocardial Infarction.

Cauzt or Dnazn

Taeuc GRour aND P ¥aLue®
MNuUMRLR 11F PATIENTS
FLACKBO EULFINFYRAZONE TOTAL
All causcs 62 a4 104 0.07%
Alt cardinc causes 62 43 108 0.058
Sudden death 37 22 39 0.041
Myocardial infarction 18 1? s 1
Onher cardiac causes 7 4 11 t
Other cardiovascular causca [+ 1 1 t
*Ohbtained by Coz's method with wi) fue p o
tNot anulyzed.

Jan. 31, 1945

per cent were found to have fluctuating serum urie
acid that correlated with a medical explanation or in.
terruption of therapy. Ounly 3 per cent showed an un.
explained lack of reduction in the serum levels of uric
acid.

Analyzable Cardiac Mortwlity

All analyzable deaths among the eligible patients
were cardiovascular in nature, Of 106 deaths, 105
were cardiac, and only one was cerebrovascular. The
distribution of analyzable deaths between the two
treatment groups and among the subgroups of car.
diac death is shown in Table 3. The cbserved reduc.
tion in cardiac mortality at 24 months in the sulfin-
pyrazone group was approximately 32 per cent, which
borders on conventional levels of statistical signifi-
cance (P = 0.058). The majority of the deaths were
sudden, and the major benefit of sullinpyrazone seems
to be in reducing sudden deaths significantly; the
observed reduction in the sulfinpyrazone group was
43 per cent (P = (.041),

Figures 1 and 2 show the life-table cumulative car-
diac and sudden-death rates according to treatment
group. Also shown is the number of patients observed
within each period. The confidence in these curves is
related to the number of patients observed during a
given period, and hence, in later study periods there is
less reliability of interpretation of differences in cu.
mulative death rates. Nevertheless, it is apparent that
there is an increasing gap between the mortality
curves of the two groups over the first six months or
so, after which the differences between the two curves
remain reasonably constant.

This is seen more readily in Table 4, which sum-
marizes the observed analyzable deaths according to
time intervals (up to six months and thereafter) and
according to two classes of death, sudden and nonsud-
den. The observed mortality rates, which take into ac-
count the varying number of patients at risk, are
shown, as are the actual number of deaths observed,
sudden and nonsudden, for the same periods. The
analysis of analyzable deaths included the first seven
days of exposure to risk of all eligible paticnts, even
though death within the first seven days was nonan-
alyzable. Considering that during the first seven days
of drug administration, five deaths occurred in the
placebo group (three sudden and two from myocar-
dial infarction) and four in the sullinpyrazone group
(two sudden and two from infarction), exclusion of the
first seven days [rom the analyses did not significant-
ly affect the statistical analysis of mortality or the P.
values.

Table 4 compares the first six months with the
seven to 24-month period, since the mortality rate in
the placebo group decreased sharply as expected after
the first six months, and comparable numbers of
deaths for a reasonably accurate analysis could be
achieved only by combining the data for the seven to
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Figure 1. Life-Table Cumulative Mortality Rates for Cardiac Daaths, According to Treatment Group.
N denotes numbar of patiants.
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Figure 2. Life-Table Cumulative Mortality Rates for Sudden Deaths, According to Treatment Group.
N denotes number of patlents.
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Table 4. Analyzable Cardiac Deaths {Sudden, Nonsudden,* and All Cardiac) at Intervals after Myocardial infarction,

CHARACTIZNTHC & Sunoxm DEATHS

TRYATMENT GROUF

up 1615 W0 Fio 24 mo

Annualized death
ratea {in %),
correcied lor
length of therapy
Placebe group 10 20
Sulfinpyrazone 18 23
group

Mo. of analyzable
deaths
Placebo group 24 13
Sulfinpyrazene 6 16
group

7-Nme 13-1Emo 19-24mo

Me. of anaiyzable
deaths and pnnualized
moriality ratea (%)
for periods after
bma
Placebo group
Sulfinpyrazenc
group

ST 7 {3.1) 1 {08)
10030 40L& 2014

=

Nunsupoen DEATHL ALLCARDIAC DATHS

WP 126 Mo Fic 24 mo Nprod o Tiamo
32 il 10.3 4.]
3.2 14 50 17

11 14 35 27
11 10 17 6

T=iima I1-i8mo =M me T-itmo 13-[8mo [P-24 mo

) 6 (26) 4 (30

41 9{3.00 13 (3.7 5(38)
501.8) 406 107

15 (4.3) 8{32) 3.1

myocardinl und olher cardise dealhe.

24-month period. However, a complete breakdown
of the numbers of deaths and mortality rates for
the respective six-month periods (seven to 12, 13
to 18, and 19 to 24 months} is also displayed in
Table 4.

In the first six-month period, the annualized rate of
sudden death in the placebo group was 7.0 per cent,
but it was only 1.B per cent in the sulfinpyrazone
group; this 74 per cent reduction was a highly signifi-
cant dilference (P = 0.003}. Thereafter, the rates of
sudden death are comparable in the two groups (2.0
vs. 2.3 per eent). The corresponding rates of nonsud-
den death were quite similar for the placebo and sul-
finpyrazone groups throughout the study.

The significance of the life-table comparisons for
sudden or all cardiac deaths either for the first six
months or for the entire trial are summarized in Tabie
5 for the four statistical procedures applied. The
results were consistent regardless of the method of
analysis employed. Sudden deaths showed a highly
significant reduction at six months and a significant
reduction for the entire trial. All cardiac deaths,
because of the marked decrease in sudden deaths, also
showed a highly significant reduction at six months
and a borderline significant reduction for the entire
two-year period of observation.

One concern that is often raised relates to the con-
comitant use of beta blockers and their possible in-
fluence on the findings of this study. Approximately
36 per cent of trial patients received concomitant beta
blockers at one time or another, but their distribution
between the two groups was nearly equal (278 of the
patients taking placebo, 280 taking sullinpyrazone).

tFigures in parcalheses denote percentages.

Nonanalyzable Daaths

Nonanalyzable deaths are summarized in Table 6.
They are distributed fairly evenly between the two
treatment groups in terms of both frequency and
cause of death.

Analysis of All Budden Deaths

Although this trial was designed to study eligible
patients and analyzable events according to predeter-
mined criteria, statistical analyses of other events have
also been completed for the entire 24 months of obser-
vation: all sudden deaths (analyzable and nonanalyz-
able) among eligible patients are compared with those
among all patients (eligible and incligible) entered
into the trial. The data, treated with four different
methods of analysis, are shown in Table 7. Regard-
less of the category of patient or method of analysis,
the reduction in sudden death attributable to sulfin-
pyrazone during the entire trial is highly significant.

Table 5. P Values for the Major Comparisons among Sudden
and Cardiac Analyzable Deaths Six and 24 Months attar Myo-
cardlal Infarction.

StaTsncaL Firat 6 Mo 4 Mo
Murwon
SUBDEN ALL CARDIAC DN ALLCARDIAC
DEATHE DEATHE DEATHL DEATHS
Cox {adjwsted) 0.003 4.0 0.041 0.058
Cox (unadjurted) 0.003 o;? 0.050 0.064
Breslow 0.001 0.013 0.023 1.044
Mantel 0.001 0,013 0.040 0045
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The reduction in sudden deaths, both analyzable
and nonanalyzable, among eligible patients treated
with sulfinpyrazone was 68 per cent (P = 0.004) at six
months, by which time the majority of sudden deaths
had occcurred. For the entire 24-month observation
period, the reduction was 41 per cent. The data for all
patients was a reduction of 63 per cent at six months
{P = 0.005) and 38 per cent at 24 months.

Rebasplitalizations

During the trial, there were 1016 rehospitalizations
among eligible patients, 554 in the placebo group and
462 in the sulfinpyrazone group {P = 0.005, which
would be exact il each rehospitalization were an in-
dependent event). Within the various surgical or med-
ical categorics for rehospitalizations, there were no
statistically significant differences between drug
groups, although medical rehospitalizations were less
frequent in the sulfinpyrazone group.

Slgns and Symptoms That Emarged during Treatment

Signs and symptoms that emerged after entry into
the trial were recorded at each visit according to fre-
quency, severity, and duration. For 21 of the 23
categories described in the initial report, the dif-
ferences between the two treatment groups in the
number of patients reporting such signs and symp-
toms did not exceed 2 per cent. For the other two
categories, thromboembolic events {deep-vein throm-
bosis, transient cerebral ischemia, stroke, and pulmo-
nary embolism) were reported in 36 patients (5 per
cent) of those receiving placebo and only 19 patients
(2 per cent) of those receiving sulfinpyrazone; gastro-
intestinal symptoms were reported in 185 patients (24
per cent) of those in the placebo group, as compared
with 214 patients (28 per cent) of those in the sulfin-
pyrazone group. In total, ncw signs or symptoms were
reported by 84 per cent of the placebo-treated pa-
tients and 81 per cent of the sulfinpyrazone-treated
patients, with an average experience of 2.8 per pa-
tient in the placebo group and 2.9 in the sulfinpyra-
zone group. None of the observed differences between
the two treatment groups were statistically signifi-
cant, except for thromboembolic cvents (P<0.05),
which favored sulfinpyrazone.

There were no reports of serious side effects as-
sociated with sulfinpyrazone. Blood dyscrasias were
not reported in either treatment group. A case of renal
shutdown in a patient receiving sulfinpyrazone was
reported one day after the start of therapy; however,
after extensive review of ali data, including autopsy
data, no cause-and-effect relation to the drug couid be
established.

The proportion of patients who withdrew from the
study as a result of signs and symptoms that emerged
during treatment was 3.7 per cent of each treatment

group.
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Table 8. Distribution between Treatmant Groups of Nonana-
Iyzable Deaths aiter Myocardial Infarction.

Cavae ur DEATH TaratMENT OROUP
PLACKRO BULFINBY AN TOTAL
All causes 23 (10,12)* X (10,10} 43 (20.20)
All cardiag causea 15 {38} 16 (97 312 (17,1%)
Sudden death 9 4.5 § 03 15 (1,8}
Myocardial infarction & (4 743 13 (835
Other cardiac causes 1 {00 1 2.0 4 (20
Noncardiac cavses T 29 4 (03 1 (8

months afes my P

"Mumbsrs in parentheres donote deaths during Brst 2 months snd tho subsequent 12
y.

Laboratary Findings

Laboratory studies were carried out to measure
hemoglobin, hematocrit, leukocyte count and dif-
ferential, serum uric acid, alkaline phosphatase,
creatinine, potassium, sedium, chloride, glucose, cho-
lesterol, serum aspartate aminotransferase, total bili-
rubin, blood urea nitrogen, platelet count, and pro-
thrombin and partial thromboplastin time; urinalysis
was also done. Except for serum uric acid, laboratory
findings were comparable between the two treatment
groups and did not deviate significantly from base-
line values measured at entry into the study. No ab-
normal hematologic or urinary findings were as-
sociated with sulfinpyrazone therapy.

DiscussioN

Excluding the “early mortality period” or the first
month after myocardial infarction, the highest car-
diac mortality rate, about 9 per cent, occurs during
the next six months. Cardiac mortality drops sharply
from the seventh month after infarction to an annual
rate of 3 to 4 per cent for the subsequent four to five
ycars.**

More recent studies have confirmed that the risk
decreases with time. Cardiac death rates six months
after infarction (including the first, high-risk month)
have been reported as high as 15 per cent and almost
four times the death rates during the subsequent six
months. As much as 60 to 80 per cent of the mortality
during this first year alter infarction has reportedly
been sudden cardiac death.™" On the basis of these

Table 7. Statistical Anaiysis of Sulfinpyrezone versus Place-
bo In the Prevention of Sudden Death after Myocardial In-

farction.
CATEGORY OF PATIENT S1aTISTICAL. METHOD
vox, coK, MRERLOW MANTIL
ADJUSTED  UNADJUNYSD
P VALUE
Eligible paticnts — analyzable 0.041 0.050 0.023 0040
cvenls only
Eligible patienis — all events 0.035 0,038 003 0032
All patients — nll eventa 0032 0.033 ¢.030 0028
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reports, it has been inferred that the mortality as-
sociated with acute myacardial infarction is virtually
dissipated after six months and that therapeutic inter-
ventions should occur early after the acute event.’

The results in the placebo group of this trial are
compatible with the existing knowledge of mortality
rates and patterns after myocardial infarction — the
period of the highest risk was early alter the acute
event — and the risk decreased substantially with
time. Six months after entry into the trial (29 per cent
of the average time of observation in this study}), 56
per cent of all cardiac deaths in the placebo group and
65 per cent of the sudden deaths in that group had oc-
curred. This indicates that temporal considerations
should be emphasized in the interpretation of results
of clinical trials studying patients who have recently
had myocardial infarctions. This trial was designed
with an awareness of these temporal considerations;
consequently, patients were recruited 25 to 35 days
after the occurrence of 2 documented myocardial in-
farction. The patients were, therefore, both relatively
homogeneous and at high risk.

The results of this trial have been examined tem-
porally from the time of entry into the study. The
cause-specific mortality data indicate that the benefit
of sulfinpyrazone in the prevention of all cardiac
deaths is greatest during the carly high-risk period
(zero to six months alter entry into the trial) when the
majority of deaths occur, Thereafter, differences be-
tween treatment groups remain constant until the end
of the study, and the adjusted Cox analysis of the total
deaths still indicates borderline significance at con-
ventional levels.

Table 3 also gives cause-apecific mortality data. It
appears that the principal benefit of sulfinpyrazone
therapy is in the reduction of sudden cardiac death
during the early high-risk period. Even taking into ac-
count the limitations of multiple subgroup analysis,
the calculated significance (P = 0.003} provides per-
suasive evidence that the major benefit occurs in the
carly period. This benefit is so striking (a 74 per cent
reduction in the ratc of sudden death) during the early
high-risk period that the overall effect at the end of
two years is still substantial (a 43 per cent reduction)
and significant (P = 0.041).

1t is of interest to compare the findings of this study
with the one on aspirin by Elwood ¢t al."? Their data
show thar in patients admitted 1o the study less than
six weeks after their myocardial infarction, aspirin
resulted in a substantial reduction in mortality as
compared with mortality in the placebo group. Al-
though there is no conclusive evidence that aspirin
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will have an effect similar to that of sulfinpyrazone
during the early peried after myocardial infarction,
the role of aspirin needs to be studied in future con.
trolled clinical trials,

The original hypothesis on which this study was
based was that sullinpyrazone would prevent plate.
let-mediated phenomena associated with arterial dis-
ease; however, sulfinpyrazone’s failure to prevent
mortality from myocardial infarction suggests that the
drug’s prevention of sudden death among those with a
recent myoccardial infarction is mediated through
another mechanism. The finding that sulfinpyrazone
reduces the rate of sudden death during the months
just after an infarction to the same level encountered
after a year and more implies that this agent sup-
presses the increased incidence of fatal arrhythmias
that occur shortly after infarction. A possible explana-
tion, and one under investigation, is that sulfinpyra-
zone raises the threshold for potentially lethal ven-
tricular arrhythmias arising from areas of myocardial
damage associated with scvere ischemia.

Regardless of sulfinpyrazone’s mechanism of ac-
tion, which remains for future research to delineate,
the results of this trial indicate that the drug is of sub-
stantial benefit in preventing sudden cardiac death
during a high-risk period in patients who have recent-
ly had myocardial infarctions.
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