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CHAPTER 9

Effects of captopril on early and late arrhythmic events in
patients with thrombolytic therapy for a first anterior

myocardial infarction
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Introduction

In recent years, it has become clear that thrombolytic therapy is one of the
few treatments that can significantly reduce the incidence of life-threatening
ventricular arrhythmias after myocardial infarction. Combined results of a num-
ber of large thrombolysis trials show a nearly 15% reduction of in-hospital VF.1-

5 Sofar, attempts to further reduce life-threatening ventricular arrhythmias in the
setting of thrombolytic therapy have not been very successful. Even beta-
blockers, agents with powerful (indirect) anti-arrhythmic properties and very
successful in the pre-thrombolytic era,6 do not seem to further reduce the inci-
dence of early life-threatening ventricular arrhythmias when thrombolytic ther-
apy is used.7,8

ACE inhibitors may provide an interesting alternative to conventional anti-
arrhythmic therapy. Several animal experiments have shown a reduction of
ventricular arrhythmias during reperfusion after ligation of a coronary artery.9-11

Blunting of the neurohumoral response and reduction of infarct size have been
suggested as underlying mechanisms.12-14 Furthermore, ACE inhibitors are
known to modulate left ventricular remodeling in the later phases of myocardial
infarction.15-18 Both left ventricular dilatation19 and ventricular hypertrophy,20

major components of the remodeling process, are well known arrhythmogenic
factors. Thus, modulation of the remodeling process may also result in an indi-
rect reduction of late ventricular arrhythmias. In addition, this anti-arrhythmic
effect may be potentiated by modulating effects of ACE inhibitors on electrolyte
abnormalities21 and autonomic imbalance12 during the later stages of myocardial
infarction.

In this study, we tested the hypothesis that treatment with the ACE inhibitor
captopril during thrombolysis results in a reduction of clinically relevant ven-
tricular arrhythmias both early and late after myocardial infarction.

Methods

Patients. This study was part of the Captopril And Thrombolysis Study
(CATS), in which the effect of captopril treatment, started during thrombolysis,
was evaluated in patients with a first anterior myocardial infarction. The patient
selection and methods of this study are described elsewhere in detail.22
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In brief, 298 patients were included in 12 hospitals in The Netherlands. Se-
lection criteria included a typical history of chest pain consistent with myocar-
dial infarction with onset of symptoms no longer than 6 hours before admission,
and electrocardiographic criteria for acute anterior myocardial infarction. Ex-
clusion criteria included presence of left bundle branch block and severe heart
failure (Killip class III or IV). Informed consent was obtained by witnessed oral
consent, later confirmed by written informed consent following the acute phase
of myocardial infarction.

Infarct size. Enzymatic infarct size was estimated by cumulative alpha-
hydroxybutyrate dehydrogenase values over the first 72 hours after myocardial
infarction (α-HBDH Q72) as described by van der Laarse et al..23 This method is
not influenced by the presence or absence of reperfusion.

Echocardiography. Regional wall motion abnormalities were evaluated using
the wall motion score recommended by the American Society of Echocardi-
ography.24 In this scoring system the left ventricle is divided into 16 segments,

Table 9.1. Early ventricular arrhythmias (within 48 hours)

Nr Age (y) M/F Arrhythmia Treatment / outcome

1 58 M VT Lidocaine
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18

60
63
64
60
58
73
72
70
55
62
74
54
69
74
60
63
47

M
M
M
M
M
M
F
M
F
M
M
M
F
F
M
M
M

VT
VT
VT
VT
VT
VF

VT,VF
VT
VT
VT
VF
VT

VT,VF
VT
VT
VF
VT

Lidocaine
Lidocaine
Lidocaine
Lidocaine
Lidocaine
Cardioversion, died on day 7 (VT,VF)
Cardioversion
Lidocaine
Lidocaine
Lidocaine
Died, free wall rupture on autopsy
Lidocaine, died day 212, cardiogenic shock
Died, free wall rupture on autopsy
Sotalol
Lidocaine
During rescue PTCA, cardioversion
Lidocaine

19 36 M VT Cardioversion

F indicates Female; M, Male; VF, ventricular fibrillation; VT, ventricular tachycardia; Y,
years.
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scoring each segment as 1 for normokinesia, 2 for hypokinesia, 3 for akinesia, 4
for dyskinesia and 5 for an aneurysmal segment. A Wall Motion Score Index
(WMSI) was computed as the sum of scores of all segments divided by the
number of segments evaluated. Left ventricular end-systolic and end-diastolic
volumes were calculated from a two- and four-chamber view using the modified
biplane Simpson’s rule.24 From these volume measurements the ejection fraction
was calculated.
Measurements were made off-line from end-diastolic and end-systolic still-
frames using a Microsonics cardiac analysis system (Nova Microsonics). Left
ventricular volumes were indexed for body surface area. Left ventricular dilata-
tion was defined as follows. Left ventricular volumes of all patients with an en-
zymatic infarct size of α-HBDH Q72 of less than 730 U/l, which represents the
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Figure 9.1. The arrhythmia-free survival in patients randomized to captopril or placebo is
depicted. Despite a clear difference during the first days after myocardial infarction in f a-
vor of captopril, there is no significant difference between the two groups during the first
year of follow up.
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lower tertile of all randomized infarct sizes, were pooled. This group of patients
showed no change between first and last echocardiographic evaluation. Mean
left ventricular end-diastolic and end-systolic volume index and corresponding
standard deviations of this reference group were considered as the normal value
for the study population. Subsequently, all individual end-systolic and and-
diastolic volume indexes at each time point were compared with this normal
value. If a patient showed a left ventricular volume index of more than one
standard deviation above normal and end-systolic and end-diastolic volume in-
dex were 1.5 standard deviation above normal, the patient was considered to
have left ventricular dilatation. This dilatation criterion appeared to be robust
since variation of the criterion between 0.5 and 1.5 standard deviation generated
comparable results.

Arrhythmic events and Holter monitoring. In this study, ventricular arrhyth-
mias requiring anti-arrhythmic treatment were investigated. These arrhythmias
included ventricular tachycardia (VT), ventricular fibrillation (VF) and sudden
cardiac death. Sudden death was defined as death within one hour of symptoms,
but also included unwitnessed death in patients who were previously stable. VT
was defined as three or more ventricular premature beats with a rate exceeding
100 beats/min. In addition, Holter recordings before discharge, and at three and
12 months were part of the study protocol. Paired ventricular premature beats
and VT were defined as high-grade ventricular arrhythmias, corresponding to
Lown class 4A and 4B.

Norepinephrine levels. Blood samples were collected for assessment of no-
repinephrine levels at 0, 1, 12, 24, 48, 72, and 96 hours after the start of study
medication, which was at the completion of streptokinase infusion. Norepi-
nephrine was measured using a sensitive assay with electrochemical detection.
Cumulative norepinephrine values were calculated following the trapezium
rule.25

Statistical analysis . Results are presented as means with standard deviation,
except when stated otherwise. Differences between groups were examined using
the Student’s t-test. The Chi-square test was used for discrete data. Fisher’s Ex-
act test was used in case of small patient numbers (indicated separately). The
Log-Rank test was used in the case of survival analysis.
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Results

Early ventricular arrhythmias

In the first 48 hours after thrombolytic therapy, 19 patients (6%) had ventricu-
lar arrhythmias requiring anti-arrhythmic treatment (Table 9.1). Fourteen pa-
tients had
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Table 9.2. Characteristics of patients with- and without early ventricular arrhythmias

Arrhythmias N No arrhythmias N p-value

Demographics
Age (years)
 Male (%)
 Onset (hours)
Laboratory
 α-HBDH Q72 (U/l)
 Potassium (mmol/l)
 Norepinephrine (pg/ml)
  at 1 hour
  cumulative (96 hours)
Echocardiography
 WMSI
 LVESVI (ml/m2)
 LVEDVI (ml/m2)
 LVEF (%)
 LV aneurysm (%)
 Dilatation (%)
Hemodynamics
 Heart rate (beats/min)
 Blood pressure(mmHg)
  systolic
  diastolic
 Rate-pressure product
Medication
 ACE inhibitor (%)
  randomized
  open label
 Diuretics (%)
 Beta-blocker (%)

62 ± 10
79

3.0 ± 1.0

2240 ± 1526
4.1 ± 0.3

1409 ± 1230
731 ± 297

2.2 ± 0.3
32 ± 14
65 ± 19
52 ± 11

18
83

79 ± 14

131 ± 20
85 ± 12

10162 ± 2214

21
12
18
18

19
19
19

16
17

15
10

11
7
7
7
17
12

16

15
15
15

19
17
17
17

59 ± 10
75

3.5 ± 1.3

1215 ± 935
4.1 ± 0.4

965 ± 648
796 ± 435

1.9 ± 0.4
25 ± 10
55 ± 13
55 ± 10

10
50

83 ± 17

126 ± 21
78 ± 15
10471 ±

2966

52
1
12
9

279
279
278

242
261

235
207

222
174
174
174
241
224

196

204
204
195

279
272
272
272

0.300
0.905
0.112

< 0.001
0.415

0.017
0.639

0.004
0.102
0.073
0.383
0.597
0.047

0.453

0.345
0.109
0.694

0.018
0.007
0.735
0.471

 Digoxin (%) 6 17 5 272 0.706

α-HBDH Q72 indicates cumulative alpha-hydroxy butyrate dehydrogenase over the first
72 hours after myocardial infarction; LVESVI, left ventricular end-systolic volume index;
LVEDVI, left ventricular end-diastolic volume index; LVEF, left ventricular ejection
fraction; onset, time from onset of symptoms to randomization; WMSI, wall motion score
index. Hemodynamics were assessed 8 hours after randomization.
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VT, one of whom needed DC cardioversion (case 19); the other patients were
treated with mostly class I anti-arrythmic agents. Patient 13 was treated with
lidocaine and also needed temporary pacemaker support for subsequent brady-
cardia. This patient died at day 212 due to progressive heart failure. Patient 8
and 14 had VT degenerating into VF. Patient 8 had successful DC cardiover-
sion. However, patient 14 did not recover and was shown to have a free wall
rupture on autopsy. Patients 7, 12 and 17 had primary ventricular fibrillation.
Patient 7 initially recovered after DC cardioversion and was treated with amio-
darone. However, despite this therapy the patient had several episodes of VT
and died on day 7 due to untreatable VF. Autopsy was performed, and a dilated
left ventricle was found with a 90% stenosis in the left anterior descending ar-
tery, and a significant stenosis in the ramus circumflexus. Patient 12 died after
failure of a CPR procedure; a free wall rupture was found on autopsy. Patient 17
had VF during a PTCA procedure, and recovered after cardioversion without
further complications. Thus, four of the 19 patients (21%) with early ventricular
arrhythmias requiring therapy died during the first year of follow up, three of
whom died during the first week. Coronary angiography was performed in an-
other 5 patients (case 6, 7, 11, 13 and 16) within 20 days. All of these patients
had a patent infarct-related (left anterior descending) artery.

In Table 9.2, other characteristics of patients with and without early ventricu-
lar arrhythmias are given. On average, patients with early ventricular arrhyth-
mias received thrombolytic therapy and subsequent study medication 0.5 hours
earlier than patients without these arrhythmias (difference not significant). In
addition, these patients were characterized by a significantly larger enzymatic
infarct size (α-HBDH Q72), a higher wall motion score, and a trend towards a
larger end-diastolic volume. At one hour after thrombolytic therapy, this was
paralleled by increased norepinephrine levels. However, cumulative levels of
norepinephrine over 96 hours did not differ significantly between patients with-
and without early ventricular arrhythmias. During follow up, more left ventricu-
lar dilatation was seen in the group with early ventricular arrhythmias. Heart rate
and blood pressure did not differ significantly between both groups, although
there was a trend towards a higher diastolic blood pressure in patients with early
ventricular arrhythmias. Finally, a significant treatment effect of captopril on
early ventricular arrhythmias was observed, since of patients randomized to
captopril, 3% had early ventricular arrhythmas compared to 10% in patients al-
located to placebo, reflecting a relative risk of 0.27 (95% CI 0.09 - 0.78).
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Late ventricular arrhythmias

In Table 9.3, patients with late ventricular arrhythmias (after 48 hours up to
one year after myocardial infarction) are listed. Approximately half of these late
arrhythmic events occurred before hospital discharge (cases 1 to 9, 45%). Thus,
including the early ventricular arrhythmias, 28 of all 39 arrhythmic events in
this study (72%) occurred before hospital discharge.

Of all patients with late ventricular arrhythmias, eight had VT, treated with
anti-arrhythmic medication as listed. Patient 7 had VT during exercise and was
treated with sotalol. This patient experienced a second myocardial infarction on
day 143 and died due to progressive heart failure and untreatable VT. The other
seven patients with VT survived up to one year without further events. Two

Table 9.3. Late ventricular arrhythmias (after 48 hours, up to one year)

Nr Age (y)  M/F  Arrhyth-
mia

 Days Treatment / outcome

1 72 M VF 2 During coronary angiography
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19

54
58
73
67
62
55
58
69

64
68
55
67
54
62
63
61
70
53

M
M
M
M
M
M
M
M

M
M
M
M
M
M
M
F
M
M

VT
VT

VT,VF
VF
VF
VT
VT

VT,VF

VT
VT
VT

SCD
VF

SCD
VT

SCD
SCD
SCD

3
3
7
8

11
11
12
14

14
14
19
26
44
58
63
171
171
277

Procainamide
Lidocaine
Died
Cardioversion
Cardioversion, lidocaine
Sotalol. Died day 143 (CHF/VT)
Mexiletine
Cardioversion

Amiodarone
Propafenon
Lidocaine
Unwitnessed
Reinfarction
Data not available
Lidocaine
Unwitnessed
Unwitnessed
Unwitnessed

20 64 M SCD 277 VF registered

CHF indicates congestive heart failure; SCD, sudden cardiac death. Other abbrevations as
in Table 9.1.
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other patients had VT degenerating into VF. Patient 9 was successfully car-
dioverted, but patient 4 did not survive despite a CPR procedure. (This patient is
the same as case nr. 7 listed under early ventricular arrhythmias).
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Four patients had VF after 48 hours. Patient 1 had VF during coronary angi-
ography and was successfully cardioverted. Patient 5 had VF and was car-

Table 9.4. Characteristics of patients with and without late ventricular arrhythmias

Arrhythmias N No arrhyth-
mias

N  p-value

Demographics
Age (years)
 Male (%)
Laboratory
 α-HBDH Q72 (U/l)
 Potassium (mmol/l)
 Echocardiography
 WMSI
 LVESVI (ml/m2)
 LVEDVI (ml/m2)
 LVEF (%)
 LV aneurysm (%)
 Dilatation (%)
Exercise testing
 Exercise duration (s)
 Positive for ischemia (%)
Functional class
 NYHA (%)
  I
  II
  III
  IV
  ≥ II
Medication
 ACE inhibitor (%)
  randomized
  open label
 Diuretics (%)
 Beta-blocker (%)

62 ± 10
95

1725 ± 949
4.4 ± 0.5

2.03 ± 0.47
33 ± 13
61 ± 11
47 ± 14

12
73

421 ± 113
25

50
44
6
0
50

47
6
50
29

19
19

18
12

14
12
12
12
17
11

16
16

9
8
1
0
18

19
18
18
18

59 ± 10
74

1245 ± 1007
4.5 ± 0.4

1.81 ± 0.42
27 ± 12
59 ± 15
56 ± 10

11
50

428 ± 368
26

67
28
4
1
13

50
2
19
32

279
279

240
191

224
176
176
176
240
225

229
229

176
72
10
3

261

279
253
253
253

0.312
  0.077

  0.051
  0.496

  0.063
  0.076
  0.655
  0.003
  0.740
  0.250

  0.939
  0.873

  0.209
  0.208
  0.793
  0.469

< 0.001

  1.000
  0.866
  0.004
  0.884

 Digoxin (%) 17 18 9 253   0.479

NYHA indicates New York Heart Association class, other abbrevations as in Table 9.2. A s-
sessments were performed before hospital discharge. Potassium levels were measured at
six months.
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dioverted successfully; however, this patient died suddenly at day 26 (case 5
and 13 represent the same patient). Patient 6 had VF and was cardioverted and
treated with lidocaine. Patient 14 had VF during a second infarction on day 44
and was cardioverted successfully. There were six cases of sudden death after
hospital discharge (2% of all patients). In only one patient, case 20, an ar-
rhythmia (VF) was documented. Patient 15 had an unsuccessful CPR attempt in
a hospital not participating in CATS; data on (the type of) arrhythmias were not
obtained. The other four patients (cases 13,17,18,19) died unwitnessed. Coro-
nary angiography was performed in 12 patients with late ventricular arrhythmias
up to 136 days after myocardial infarction. Five patients had an occluded LAD
(42%) compared to 30 out of 151 patients (20%) without these arrhythmas
(p=0.160).

In Table 9.4, other characteristics of patients with late ventricular arrhythmias
are listed. Similar to patients with early ventricular arrhythmias, those with late
ventricular arrythmias were characterized by a relatively large enzymatic infarct
size. There was also a trend towards more wall motion abnormalities and a
larger end-systolic volume before hospital discharge. This resulted in a clearly
reduced ejection fraction in patients with late ventricular arrhythmias. Left ven-
tricular dilatation was not seen more frequent in the late arrhythmia group, al-
though all patients who died suddenly during follow up showed some degree of
dilatation (data previously published).26 The reduction in ejection fraction was
paralleled by more symptoms of heart failure: half of those with late ventricular
arrhythmias were in NYHA class II or higher, compared to 13% of patients
without these arrhythmias. There was no clear treatment effect of captopril,
since the fraction of patients randomized to captopril were comparable between
patients with- and without late ventricular arrhythmias. There were no clear dif-
ferences in the use of open label ACE inhibitors or digoxin, but patients with
late ventricular arrhythmias did use significantly more diuretics at discharge.

Effects of captopril

Table 9.5 shows some of the other effects of captopril, documented in CATS.
Already one hour after the first dose of captopril (6.25 mg) a significant 11%
reduction of ACE activity was observed in patients allocated to captopril. This
was paralleled by a significant 15% reduction of norepinephrine levels com-
pared to baseline in the captopril group. At 8 hours after the start of study medi-
cation, after a third dose of 6.25 mg, there were still no differences in heart rate,
blood pressure or rate-pressure product. Peak α-HBDH and cumulative α-
HBDH over 72 hours in large infarcts were significantly reduced by captopril.
At day 3, there was no difference in potassium levels between patients random-
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ized to placebo or captopril. However, six months after randomization, potas-
sium levels were significantly higher in patients allocated to captopril. Although
no significant differences were found in left ventricular end-diastolic and end-
systolic volume, these dimensions were consistently larger in the placebo group
during the first months of follow up.22 Moreover, captopril was shown to pre-
vent left ventricular dilatation, especially in patients with moderately sized in-
farcts.

In Figure 9.1, the arrhythmia-free survival in patients treated with captopril or
placebo is depicted during the first year of follow up. It is shown that early after
myocardial infarction ventricular arrhythmias were more frequent in the placebo
group. However, after the first few days, no additional difference in the inci-
dence of ventricular arrhythmias was observed, resulting in a non-significant
difference for the complete observation period of one year.

Holter monitoring performed before hospital discharge and after three and 12
months showed no differences in high-grade ventricular arrhythmias (Lown
class 4A and 4B). However, when patients were divided into two subgroups
separated by the median ejection fraction, the following was observed. In pa-
tients with an ejection fraction above the median of the population (56%), the
prevalence of high-grade ventricular arrhythmias were similar (Figure 9.2A).
However, in patients with a reduced ejection fraction, high-grade ventricular ar-
rhythmias were consistently reduced in patients allocated to captopril, with a dif-
ference reaching statistical difference at 12 months (Figure 9.2B). Patients with
an ejection fraction above the median were characterized by the absence of left
ventricular dilatation, whereas a significant increase in end-diastolic volume was
seen in those with a reduced ejection fraction.

Discussion

In this double-blind, placebo-controlled study a reduction of early postinfarc-
tion arrhythmic events was observed in patients randomized to the ACE inhibi-
tor captopril. No effect was found on late arrhythmic events, although high-
grade ventricular ectopy during Holter monitoring was reduced in a subgroup of
patients with pronounced left ventricular dysfunction. These effects may be ex-
plained by a reduction of enzymatic infarct size, early blunting of the neurohu-
moral response, beneficial effects on potassium levels, and reduction of left
ventricular dilatation during follow up.
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Figure 9.2. Effect of captopril on high-grade ventricular arrhythmias in su b-
groups of preserved (panel A) and reduced (panel B) ejection fraction. For e x-
planation, see text. LVEDVI, left ventricular end-diastolic volume index; VAs,
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Early ventricular arrhythmias - previous studies

A limited number of studies have investigated the effects of ACE inhibition
on ventricular arrhythmias early after myocardial infarction. Ray et al.27 studied
the effect of captopril, administered a mean of 15 hours after the onset of
symptoms in 99 patients with acute myocardial infarction. None of the patients
received thrombolytic therapy; patients with small infarcts were excluded. There
was no difference in the incidence of ventricular arrhythmias during the first 24
hours. Pipilis et al.28 investigated the effects of ACE inhibition 13 hours after
onset of symptoms in 100 patients, 92 of whom received thrombolytic therapy
(ISIS-4 pilot study). There was a non-significant reduction of VT and AIVR af-
ter captopril treatment. Bussman et al.29 found a significant reduction of ven-
tricular arrhythmias after captopril during the first 48 hours of Holter monitoring
in 49 patients (50% received thrombolytic therapy). None of the patients in the
captopril group had VF during this period, compared to seven patients in the
placebo group. Study medication was given intravenously a mean of 10 hours
after the onset of symptoms. In the present study, study medication was admin-
istered during thrombolytic therapy at a mean of 3.5 hours after onset of symp-
toms. A significant reduction of early ventricular arrhythmias requiring therapy
was observed (3% vs 10%, p=0.018). These data suggest that the time of ad-
ministration may be an important determinant of the anti-arrhythmic effect of
ACE inhibitors, with a more pronounced effect when ACE inhibition is applied
earlier. Di Pasquale et al.30 addressed this issue using a randomized design. In
their study, captopril treatment started before thrombolytic therapy was com-
pared to treatment initiated several days later. Early treatment resulted in signifi-
cantly less ventricular arrhythmias compared to late treatment. This may be
caused by the fact that the incidence of ventricular arrhythmias drops rapidly
beyond 12 hours after the start of symptoms.31 When the incidence of arrhyth-
mias is low, a treatment effect may be difficult to detect and clinically less rele-
vant. In addition, potentially anti-arrhythmic effects of ACE inhibitors may be
especially operative during the early stages of myocardial infarction.

How do ACE inhibitors reduce early ventricular arrhythmias ?

It is generally accepted that ACE inhibitors do not have direct anti-arrhythmic
effects.32 Despite this, substantial reductions in the incidence and duration of VF
upon reperfusion have been reported in experimental studies.9-11 In these stud-
ies, this was attributed to the observed limitation of myocardial injury and re-
duction of catecholamine overflow. This beneficial effect on ventricular ar-
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rhythmias, infarct size and norepinephrine levels was abolished by indometha-
cin, suggesting a prostaglandin-mediated mechanism.10 In contrast to these ex-
perimental studies, where rapid and complete reperfusion was accomplished af-
ter a short episode of ischemia (minutes), thrombolysis in man provides gradual
reperfusion several hours after the onset of ischemia. After one hour or more of
ischemia, AIVR and nonsustained VT become the dominating reperfusion ar-
rhythmias,33 both of which are considered relatively harmless. Still, life-
threatening ventricular arrhythmias requiring therapy did occur in the early
stages after thrombolytic therapy (Table 9.1), and these arrhythmias appeared to
be reduced by ACE inhibition. This may be explained by modulation of several
arrhythmogenic factors.

Myocardial ischemia is a major causative factor of early ventricular arrhyth-
mias.34 It has been shown that patients with early VF are characterized by more
extensive coronary artery disease.35 A reduction of myocardial ischemia may be
accomplished by a reduction of blood pressure and/or heart rate after ACE in-
hibition. However, in CATS there were no significant differences in blood pres-
sure, heart rate or rate-pressure product between patients allocated to captopril
or placebo during the first few days after myocardial infarction, although hy-
potension occurred somewhat more frequent in patients randomized to capto-
pril.22 Another mechanism by which ACE inhibition could reduce ischemia may
be an increase in collateral flow to the area at risk, as demonstrated by Ertl et
al..36 In this experimental study in dogs, this resulted in a significant reduction
of infarct size. Similarly, treatment with captopril in the present study resulted in
a reduced enzymatic infarct size, especially in patients with large infarcts. This
may indicate that after captopril treatment collateral flow to the area at risk is in-
creased, although the evidence supporting this hypothesis is indirect.

Neurohumoral activation. Denervating the heart before ligation of a coronary
artery almost completely prevents the occurrence of subsequent ventricular ar-
rhythmias.37,38 Pharmacological reduction of sympathetic imput may also result
in an anti-arrhythmic effect. As stated before, a reduction of norepinephrine
levels after ACE inhibition has been described in animal experiments.9-11 This
reduction was paralleled by a clear-cut reduction of ventricular arrhythmias. In
the present study, a modest but significant reduction of norepinephrine levels
was observed one hour after the start of captopril. It should be noted that these
values represent systemic catecholamine levels, whereas noreprinephrine out-
flow in the mentioned animal experiments was measured locally in the coronary
effluent. Thus, a small reduction in systemic norepinephrine levels may repre-
sent a much larger reduction at the site of reperfusion.

Angiotensin II, which is increased in the setting of acute myocardial infarc-
tion,39 also has documented pro-arrhythmic effects.40 Although this component
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of the renin-angiotensin system was not measured directly in CATS, a rapid re-
duction in angiotensin II levels is likely since ACE activity was already signifi-
cantly reduced one hour after the first dose of study medication (6.25 mg capto-
pril). So far, the pro-arrhythmic effects of angiotensin II have not been docu-
mented in man. Still, the reduction of this peptide may add to the anti-
arrhythmic effect of ACE inhibitors.

Electrolytes. Potassium is also important determinant of early ventricular ar-
rhythmias.41 Although clear effects of ACE inhibition on potassium levels have
been reported,42 no effect was seen three days after start of captopril. However,
we did observe a significant increase of potassium levels after six months of
treatment.

In conclusion, the reduction of early ventricular arrhythmias is most likely
precipitated by a reduction of the ischemic area, resulting in a smaller infarct
size, and beneficial effects on norepinephrine and angiotensin II levels.

Late ventricular arrhythmias - previous studies

Most information concerning the effect of ACE inhibition on late ventricular
arrhythmias originates from patients with heart failure. Many of these studies
have reported a beneficial effect on total mortality.43-47 In addition, some45-47 but
not all investigators43,44 have reported an effect on sudden cardiac death. This
may be explained by differences in the severity of heart failure, design of the
study, and definition of heart failure. Recently, the SAVE investigators48 re-
ported on the effect of captopril in patients without heart failure, but with sig-
nificant left ventricular dysfunction (ejection fraction of 40% or less) after myo-
cardial infarction. In this study, total mortality was reduced by 19%. In addition,
sudden cardiac death was also reduced by 19%.49 Additional Holter recordings
showed a reduction of VT in the captopril group after one year, compared to a
relative increase in the placebo group relative to baseline.49

In the present study, late ventricular arrhythmias were not reduced after cap-
topril treatment. In addition, no effect was seen on high-grade ventricular ar-
rhythmias (Lown 4A and B) during Holter monitoring. The differences between
CATS and SAVE are substantial: patients in CATS were not selected, and all re-
ceived thrombolytic therapy, resulting in a median ejection fraction of 56% be-
fore hospital discharge. In contrast, in SAVE only patients with an ejection frac-
tion of ≤ 40% were included. Thus, a certain degree of left ventricular dysfunc-
tion may be required for ACE inhibitors to produce an effect on late life-
threatening ventricular arrhythmias. Søgaard et al.50 described the effect of
captopril on the incidence of ventricular arrhythmias during the first six months
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after myocardial infarction in patients with left ventricular dysfunction (EF ≤
45%).
They found a consistent reduction of ventricular arrhythmias in patients treated
with captopril. The authors attributed this result to a reduction of left ventricular
dilatation and ischemia in the treated group. This further demonstrates the effect
of ACE inhibition on ventricular arrhythmias in patients with significant left
ventricular dysfunction. In fact, when patients in CATS were divided into two
groups separated by an ejection fraction of 56% (median value), a significant ef-
fect of ACE inhibition on high-grade ventricular arrhythmias was observed
(Figure 9.2, panel B). In conclusion, it appears that ACE inhibition reduces re-
petitive forms of ventricular ectopy during Holter monitoring in patients with
significant left ventricular dysfunction. This may also result in a reduction of
sudden cardiac death, although at present the evidence is not conclusive.

Table 9.5.  Early and late effects of captopril

Captopril Placebo  p-value

Heart rate (beats/min) 83 ± 17 82 ± 15 0.474
Systolic RR (mmHg)
Rate-pressure product
α-HBDH (U/l)
 peak
 Q72 all infarcts
 Q72 large infarcts
Norepinephrine after 1 hour
(% reduction)
ACE activity after 1 hour
 (% reduction)
Potassium (mmol/l)
 day 3
 six months
Dilatation (%)
 small infarcts
 medium size
 large infarcts
LV aneurysm (%)

126 ± 21
10547 ± 3151

669 ± 454
1166 ± 886
1873 ± 738

15

11

4.1 ± 0.4
4.6 ± 0.4

30
63
87

126 ± 20
10352 ± 2676

876 ± 720
1390 ± 1109
2193 ± 1035

8

3

4.1 ± 0.4
4.4 ± 0.4

19
40
85

0.773
0.631

0.019
0.077
0.045

< 0.001*

0.001*

0.660
0.008

0.354
0.036
0.955

 up to 12 months 19 20 0.960

α-HBDH Q72 indicates cumulative alpha-hydroxybutyrate hydrogenase over the first 72
hours after myocardial infarction; RR, blood pressure. *Significant differences in the ca p-
topril group compared to bas eline, no differences in placebo group (paired t-test).
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How does captopril reduce late ventricular arrhythmias ?

Left ventricular dilatation. In this study, patients with late ventricular ar-
rhythmias were characterized by a reduced ejection fraction, a significantly
higher NYHA class, and more frequent use of diuretics (see Table 9.4). This
group of patients with left ventricular dysfunction is characterized by progres-
sive left ventricular dilatation (Figure 9.2, panel B). Left ventricular dilatation in
the first few weeks after myocardial infarction is a powerful predictor of life-
threatening ventricular arrhythmias during follow up.19 In addition, ongoing
dilatation after discharge increases the incidence of ventricular arrhythmias even
more.26 In CATS, left ventricular dilatation was prevented in patients with mod-
erate-sized infarcts (Table 9.5) by treatment with captopril. However, this did
not result in a reduction of late arrhythmic events. Still, high-grade ventricular
ectopy during Holter monitoring was reduced by captopril in patients with a re-
duced ejection fraction, a group of patients characterized by progressive dilata-
tion.

Anti-thrombotic effects. Most cases of sudden cardiac death after myocardial
infarction are not related to ischemia.51 In addition, in the present study patients
with late ventricular arrhythmia did not show more exercise-induced ischemia
compared to other patients (Table 9.4). However, recurrent coronary thrombosis
may result in life-threatening ventricular arrhythmias late after myocardial in-
farction.52 For instance, in the present study patient 14 (Table II) had VF at day
44, and proved to have a second myocardial infarction. ACE inhibition may
also have a beneficial effect on late ventricular arrhythmias related to recur-
rences of angina pectoris or myocardial infarction. Recent evidence suggests
that angiotensin II increases levels of plasminogen activator inhibitor-1, the
most important physiological inhibitor of tissue-type plasminogen activator
(tPA).53 This implies that in patients with an activated renin-angiotensin system
the risk for recurrent myocardial infarction (and accompanying ventricular ar-
rhythmias) may be increased. Furthermore, ACE inhibition may reduce the inci-
dence of these thrombotic events. In the SAVE trial,48 the incidence of reinfarc-
tion was reduced significantly in patients treated with captopril. The SOLVD in-
vestigators also reported a (nonsignificant) reduction of death due to myocardial
infarction in patients with heart failure.44 In CATS, no effect on thrombotic
events or thrombosis-related ventricular arrhythmias was observed. This may be
due to the small number of patients studied and the relatively short duration of
follow up. In addition, the renin-angiotensin system may have been activated in
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only a limited number of patients, since 50% of the patients had an ejection
fraction of more than 56% at discharge.

Potassium. Most of the anti-arrhythmic effect of ACE inhibitors in patients
with heart failure has been attributed to the potassium-sparing effect of these
agents.54 In the present study, potassium was significantly increased in patients
treated with captopril after six months. However, patients with late ventricular
arrhythmias requiring treatment were not characterized by low potassium levels
(Table 9.4). Still, since these patients are frequent users of diuretics compared to
patients without late ventricular arrhythmias (50 vs 19%, p=0.004), hypoka-
lemia is more likely to occur in these patients, which may result in more ar-
rhythmic events.

Conclusions

In this study, ventricular arrhythmias requiring therapy early after myocardial
infarction were reduced by captopril administered during thrombolysis. An in-
crease of collateral flow to the infarcted area may be the predominant mecha-
nism, since heart rate and blood pressure were not reduced after ACE inhibition,
and ischemia is known to be the predominant cause of these arrhythmias. In
addition, a reduction of norepinephrine levels and ACE activity, presumably
leading to lower angiotensin II levels, may add to the anti-arrhythmic effect.
Late ventricular arrhytmias that were life-threatening or required treatment were
not reduced by captopril. This lack of effect may be caused by the relatively
well-preserved left ventricular function in CATS patients. This was supported by
the finding that high-grade ventricular ectopy during Holter monitoring was re-
duced in a subgroup of patients with a reduced ejection fraction.

References

  1. ISIS-2 (Second International Study of Infarct Survival Group) Collaborative
Group: Randomized trial of intravenous streptokinase, oral aspirin, both, or neither
among 17,187 cases of suspected acute myocardial infarction: ISIS-2. Lancet
1988;ii:349-360.

  2. Gruppo per lo studio della streptochinasi nell'inf arto miocardico (GISSI): Effe c-
tiveness of intravenous thrombolytic treatment in acute myocardial infarction. Lan-
cet 1986;i:397-402.

  3. Wilcox RG, von der Lippe G, Olsson CG, Jensen G, Skene AM, Hampton JR: Trial
of tissue plasminogen activator for mortality reduction in acute myocardial infar c-
tion. Anglo-Scandinavian Study of Early Thrombolysis (ASSET). Lancet
1988;2:525-530.



CHAPTER 9

206

  4. Anon.: Long-term effects of intravenous anistreplase in acute myocardial infar c-
tion: final report of the AIMS study. AIMS Trial Study Group. Lancet
1990;335:427-431.

  5. The ISAM study group: A prospective trial of intravenous streptokinase in acute
myocardial infarction (I.S.A.M.). N Engl J Med  1986;314:1465-1471.

  6. Yusuf S, Peto R, Lewis J, Collins R, Sleight P: Beta-blockade during and after my o-
cardial infarction: an overview of the randomized trials. Prog Cardiovasc Dis
1985;27:335-371.

  7. Heidbuchel H, Tack J, Vanneste L, Ballet A, Ector H, Van de Werf F: Significance
of arrhythmias during the first 24 hours of acute myocardial infarction treated with
alteplase and effect of early administration of a beta-blocker or a bradycardiac agent
on their incidence. Circulation  1994;89:1051-1059.

  8. Roberts R, Rogers WJ, Mueller HS, Lambrew CT, Diver DJ, Smith HC, Willerson
JT, Knatterud GL, Forman S, Passamani E, et al: Immediate versus deferred beta-
blockade following thrombolytic therapy in patients with acute myocardial infar c-
tion. Results of the Thrombolysis in Myocardial Infarction (TIMI) II-B Study. Cir-
culation  1991;83:422-437.

  9. van Gilst WH, de Graeff PA, Kingma JH, Wesseling H, de Langen CDJ: Captopril
reduces purine loss and reperfusion arrhythmias in the rat heart after coronary a r-
tery occlusion. Err J Pharmacy 1984;100:113-117.

 10. van Gilst WH, de Graeff PA, Wesseling H, de Langen CDJ: Reduction of reperf u-
sion arrhythmias in the ischemic isolated rat heart by angiotensin converting e n-
zyme inhibitors: a comparison of captopril, enalapril and HOE 498. J Cardiovasc
Pharmacol  1986;8:722-728.

 11. Linz W, Scholkens BA,  Han YF: Beneficial effects of the converting enzyme inhib i-
tor, ramipril, in ischemic rat hearts. J Cardiovasc Pharmacol  1986;8 Suppl 10:S91-
S99.

 12. Bonaduce D, Petretta M, Morgano G, Attisano T, Bianchi V, Arrichiello P, Rotondi
F, Condorelli M: Effects of converting enzyme inhibition on baroreflex sensitivity
in patients with myoca rdial infarction. J Am Coll Cardiol  1992;20:587-593.

 13. Clough DP, Collis MG, Conway J, Hatton R, Keddie JR: Interaction of angiotensin-
converting enzyme inhibitors with the function of the sympathetic nervous system.
Am J Cardiol  1982;49:1410-1414.

 14. Ball SG: The sympathetic nervous system and converting enzyme inhibition. J
Cardiovasc Pharmacol  1989;13 Suppl 3:S17-S21.

 15. Pfeffer MA, Lamas GA, Vaughan DE, Parisi AF, Brauwnwald E: Effect of captopril
on progressive ventricular dilatation after anterior myocardial infarction. N Engl J
Med 1988;319:80-86.

 16. Sharpe N, Smith H, Murphy J, Greaves S, Hart H, Gamble G: Early prevention of
left ventricular dysfunction after myocardial infarction with angiotensin-
converting-enzyme inhibition. Lancet 1991;337:872-876.

 17. St. John Sutton M, Pfeffer MA, Plappert T, Rouleau JL, Moye LA, Dagenais GR,
Lamas GA, Klein M, Sussex B, Goldman S, et al: Quantitative two-dimensional
echocardiographic measurements are major predictors of adverse cardiovascular



CAPTOPRIL AND VENTRICULAR ARRHYTHMIAS

207

events after acute myocardial infarction. The protective effects of captopril. Circu-
lation 1994;89:68-75.

 18. Nabel EG, Topol EJ, Galeana A, Ellis SG, Bates ER, Werns SW, Walton JA, Muller
DW, Schwaiger M, Pitt B: A randomised, placebo-controlled trial of combined
early intravenous captopril and recombinant tissue-type plasminogen activator the r-
apy in acute myocardial i nfarction. J Am Coll Cardiol  1991;17:467-473.

 19. White HD, Norris RM, Brown MA, Brandt PWT, Whitlock RML, Wildt CJ: Left
ventricular end-systolic volume as the major determinant of survival after recovery
from myocardial i nfarction. Circulation  1987;76:44-51.

 20. Cosin Aguilar J, Hernandiz Martinez A, Andres Conejos F : Mechanisms of ventric u-
lar arrhythmias in the presence of pathological hypertrophy. Eur Heart J
1993;14(suppl J):65-70.

 21. Campbell RW, Higham D, Adams P, Murray A: Potassium: its relevance for a r-
rhythmias complicating acute myocardial infarction. J Cardiovasc Pharmacol
1987;10 Suppl 2:S25-S28.

 22. Kingma JH, van Gilst WH, Peels KH, Dambrink J-HE, Verheugt FWA, Wielenga
RP: Acute intervention with captopril during thrombolysis in patients with first a n-
terior myocardial i nfarction. Eur Heart J  1994;15:898-907.

 23. van der Laarse A, Kerkhof PL, Vermeer F, Serruys PW, Hermens WT, Verheugt
FW, Bar FW, Krauss XH, van der Wall EE, Simoons ML: Relation between infarct
size and left ventricular performance assessed in patients with first acute myocardial
infarction randomized to intracoronary thrombolytic therapy or to conventional
treatment. Am J Cardiol  1988;61:1-7.

 24. Schiller NB, Shah PM, Crawford M, DeMaria A, Devereux R, Feigenbaum H, Gu t-
gesell H, Reichek N, Sahn D, Schnittger I, Silverman NH, Tajik AJ: Recommend a-
tions for quantitation of the left ventricle by two-dimensional echocardiography.
American Society of Echocardiography Committee on Standards, Subcommittee on
Quantitation of Two-Dimensional Echocardiograms. J Am Soc Echocardiogr
1989;2:358-367.

 25. Altman DG: Relation between several variables, in Practical statistics for medical
research, 1st ed. London, Chapman and Hall, 1990, pp. 325-364.

 26. Dambrink J-HE, Beukema WP, van Gilst WH, Peels CH, Lie KI, Kingma JH: Left
ventricular dilatation and high-grade ventricular arrhythmias in the first year after
myocardial infarction. J Cardiac Failure  1994;1:3-11.

 27. Ray SG, Pye M, Oldroyd KG, Christie J, Connelly DT, Northridge DB, Ford I,
Morton JJ, Dargie HJ, Cobbe SM: Early treatment with captopril after acute my o-
cardial infarction. Br Heart J  1993;69:215-222.

 28. Pipilis A, Flather M, Collins R, Hargreaves A, Kolettis T, Boon N, Foster C, A p-
pleby P, Sleight P: Effects on ventricular arrhythmias of oral captopril and of oral
mononitrate started early in acute myocardial infarction: results of a randomised
placebo controlled trial. Br Heart J  1993;69:161-165.

 29. Bussmann WD, Micke G, Hildenbrand R, Klepzig H Jr: Captopril bei akutem
Herzinfarkt: Einfluss auf Infarctgrösse und Rhythmusstörungen. Dtsch Med
Wochenschr  1992;117:651-657.



CHAPTER 9

208

 30. Di Pasquale P, Barone G, Paterna S, Cannizzaro S, Giubilato A: Efficacy of capt o-
pril before thrombolysis in acute myocardial infarction: preliminary findings.
Drugs Exp Clin Res  1990;16:581-589.

 31. Northover BJ: Ventricular tachycardia during the first 72 hours after acute my o-
cardial infarction. Cardiology  1982;69:149-156.

 32. Hemsworth PD, Pallandi RT, Campbell TJ: Cardiac electrophysiological actions of
captopril: lack of direct antiarrhythmic effects. Br J Pharmacol  1989;98:192-196.

 33. de Graeff PA, van Gilst WH, Bel K, de Langen CDJ, Kingma JH, Wesseling: Co n-
centration-dependent protection by captopril against myocardial damage during
ischemia and reperfusion in a closed chest pig model. J Cardiovasc Pharmacol
1987;9(Suppl. 2):S37-S42.

 34. Dorian P, Langer A, Morgan C, Casella L, Harris L, Armstrong P, for the Tissue
Plasminogen Activator: Toronto (TPAT) study group: Importance of ST-segment
depression as a determinant of ventricular premature complex frequency after
thrombolysis for acute myocardial i nfarction. Am J Cardiol  1994;74:419-423.

 35. Kyriakidis M, Petropoulakis P, Antonopoulos A, Barbetseas J, Georgiakodis F,
Aspiotis N, Kourouclis C, Toutouzas P: Early ventricular fibrillation in patients
with acute myocardial infarction: correlation with angiographic findings. Eur Heart
J 1993;14:364-368.

 36. Ertl G, Kloner RA, Alexander RW, Braunwald E: Limitation of experimental infarct
size by an angiotensin-converting enzyme inhibitor. Circulation  1982;65:40-48.

 37. Schaal SF, Wallace AG, Sealy WC: Protective influence of cardiac denervation
against arrhythmias of myocardial infarction. Cardiovasc Res  1969;3:241-244.

 38. Ebert PA, Vanderbeek RB, Allgood RJ, Sabiston Jr DC: Effect of chronic cardiac
denervation on arrhythmias after coronary artery ligation. Cardiovasc Res
1970;4:141-147.

 39. McAlpine HM, Morton JJ, Leckie B, Rumley A, Gillen G, Dargie HJ: Neuroend o-
crine activation after acute myocardial infarction. Br Heart J  1988;60:117-124.

 40. de Langen CD, de Graeff PA, van Gilst WH, Bel KJ, Kingma JH, Wesseling H: E f-
fects of angiotensin II and captopril on inducible sustained ventricular tachycardia
two weeks after myocardial infarction in the pig. J Cardiovasc Pharmacol
1989;13:186-191.

 41. Nordrehaug JE, Johannessen KA, von der Lippe G: Serum potassium concentration
as a risk factor of ventricular arrhythmias early in acute myocardial infarction. Cir-
culation  1985;71:645-649.

 42. O'Keeffe S, Grimes H, Finn J, McMurrough P, Daly K: Effect of captopril therapy
on lymphocyte potassium and magnesium concentrations in patients with conge s-
tive heart failure. Cardiology 1992;80:100-105.

 43. The CONSENSUS trial study group: Effects of enalapril on mortality in severe
congestive heart failure. N Engl J Med  1987;316:1429-1435.

 44. The SOLVD investigators: Effect of enalapril on survival in patients with reduced
left ventricular ejection fractions and congestive heart failure. N Engl J Med
1991;325:293-302.

 45. Newman TJ, Maskin CS, Dennick LG, Meyer JH, Hallows BG, Cooper WH: Effects
of captopril on survival in patients with heart failure. Am J Med  1988;84:140-144.



CAPTOPRIL AND VENTRICULAR ARRHYTHMIAS

209

 46. Cohn JN, Johnson G, Ziesche S, Cobb F, Francis G, Tristani F, Smith R, Dunkman
WB, Loeb H, Wong M, et al: A comparison of enalapril with hydralazine-isosorbide
dinitrate in the treatment of chronic congestive heart failure. N Engl J Med
1991;325:303-310.

 47. Fonarow GC, Chelimsky-Fallick C, Stevenson LW, Luu M, Hamilton MA,
Moriguchi JD, Tillisch JH, Walden JA, Albanese E: Effect of direct vasodilation
with hydralazine versus angiotensin-converting enzyme inhibition with captopril on
mortality in advanced heart fai lure: the Hy-C trial. J Am Coll Cardiol  1992;19:842-
850.

 48. Pfeffer MA, Brauwnwald E, Moyé LA, Basta L, Brown EJ, Cuddy TE, Davis B R,
Geltman EM, Goldman S, Flaker GC, Klein M, Lamas GA, Packer M, Rouleau J,
Rouleau JL, Rutherford J, Wertheimer JH, Hawkins CM, on behalf of the SAVE i n-
vestigators: Effect of captopril on mortality and morbidity in patients with left ve n-
tricular dysfunction after myocardial infarction. Results of the Survival and Ve n-
tricular Enlargement Trial. N Engl J Med  1992;327:669-677.

 49. Packer M, Rouleau J-L, Moyé LA, Rouleau JR, Bernstein V, Cuddy TE, Lewis S,
Sussex SA, Sestier F, Goldman S, Jacobson K, Lamas G, McCans J, Randall OS,
Wertheimer JH, Davis BR, Brauwnwald E, Pfeffer MA: Effect of captopril on ve n-
tricular arrhythmias and sudden death in patients with left ventricular dysfunction
after myocardial infarction: SAVE trial. J Am Coll Cardiol  1993;21:130A.

 50. Søgaard P, Gotzsche CO, Ravkilde J, Norgaard A, Thygesen K: Ventricular a r-
rhythmias in the acute and chronic phases after acute myocardial infarction. Effect
of intervention with capt opril. Circulation  1994;90:101-107.

 51. Bayes de Luna A, Vinolas Prat X, Guindo J: Ventricular arrhythmias in left ve n-
tricular hypertrophy and heart failure. Eur Heart J  1993;14 Suppl J:62-64.

 52. Verheugt FWA, Brugada P: Sudden death after acute myocardial infarction: the
forgotten thrombotic view. Am J Cardiol  1991;67:1130-1134.

 53. Ridker PM, Gaboury CL, Conlin PR, Seely EW, Williams GH, Vaughan DE:
Stimulation of plasminogen activator inhibitor in vivo by infusion of angiotensin II.
Evidence of a potential interaction between the renin-angiotensin system and fibr i-
nolytic function. Circulation  1993;87:1969-1973.

 54. Poquet F, Ferguson J, Rouleau JL: The antiarrhythmic effect of the ACE inhibitor
captopril in patients with congestive heart failure largely is due to its potassium
sparing effects. Can J Cardiol  1992;8:589-595.


