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ABSTRACT

reperfusion failure.

Background: The incidence of ischemic heart disease and myocardial infarction is increasing in developing nations.
One measure that consistently improves outcomes in patients with myocardial infarction is early reperfusion. In
resource-constrained settings, reperfusion is often achieved with thrombolysis rather than percutaneous coronary
intervention. Our study aimed to determine, by using electrocardiographic criteria, the failure rate of reperfusion with
thrombolysis by streptokinase in patients presenting to a tertiary hospital in south India. We also aimed to find the
factors associated with failure of thrombolysis in the population under study.

Methods: Patients diagnosed to have acute myocardial infarction and thrombolysed with streptokinase were taken for
the study. Failure of thrombolysis was defined by electrocardiographic criteria as less than 50% resolution in ST
segment elevation in the worst affected lead after thrombolysis.

Results: Reperfusion with streptokinase had a high rate of failure. Diabetes smoking longer symptom needle time and
higher admission rates and blood pressure and heart rates were factors associated with failure.

Conclusion: Thrombolysis with streptokinase has a high rate of failure and certain specific factors are associated with
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INTRODUCTION

The average incidence of acute Myocardial Infarction
(MI) is around 208 per 100,000 person years.! Ischemic
heart disease, previously considered a disease of the
developed nations, is now affecting less developed
nations too, with a large share of the global cases of
ischemic heart disease being in developing countries.? Ml
carries high mortality and morbidity, and early
reperfusion is the one measure that consistently improves
outcomes.*

Early reperfusion is best accomplished by Primary
Percutaneous Intervention (PPCI). However, in many
regions of the world, patients present to centers that are
not equipped for primary PCI.?

The one-year mortality rate of both PPCI and
thrombolysis are similar and time delay to perfusion
seems crucial to determining the outcomes. ACCF/AHA
guidelines recommend that fibrinolytic therapy be
instituted if the patient is being treated at a non-PClI
capable hospital. In India where the majority of the
population is rural, and access to PCI capable hospital is
limited, early thrombolysis is a wvalid option for
reperfusion. Thrombolysis in the setting of a developing
country has some advantages namely: easily available,
less expensive, easier to administer, therefore less
expertise required.

Thrombolysis with intravenous streptokinase has a
success rate of 44%. The ECG is a low cost non-invasive
method to detect the success or failure of thrombolysis,
and the success of thrombolysis (achievement of TIMI 3
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flow) is indicated by resolution of ST segment elevation.
Certain factors are associated with failure of
thrombolysis. These include longer door to needle time,
high total count, diabetes, hypertension and anterior
myocardial infarction.® Patients with factors that are
associated with a failure of thrombolysis would have
better outcomes with primary PCI.

Failure of thrombolysis with streptokinase and factors
associated with reperfusion failure has not been studied in
our population. Our study aimed to determine, by using
ECG criteria, the failure rate of thrombolysis with
streptokinase in acute myocardial infarction in patients
presenting to our hospital on the west coast of South
India. We also aimed to find factors associated with
failure of thrombolysis in the population under study.

METHODS

The study was a prospective observational study
conducted in a medical college hospital in Mangalore,
South India. Patients with acute myocardial infarction as
diagnosed by clinical features and ST elevation of at least
2 mm in 2 leads in ECG who were thrombolysed with
streptokinase were included in the study. Patients who
had contraindications to thrombolysis, who presented to
hospital more than 12 hours after symptom onset, who
had bundle branch block and those who had been
previously thrombolysed with streptokinase were
excluded.

A brief history and directed physical examination were
done.

An ECG was recorded prior to starting streptokinase
infusion. The maximum height of ST elevation in the lead
that was worst affected was measured with a plastic ruler.
1.5 million Units of streptokinase were infused over 1
hour. A second ECG was recorded 90 minutes after the

first. The ST elevation in the worst affected lead was
measured once more and the reduction in height noted. If
the reduction in the ST elevation was less than 50% then
the thrombolysis was considered a failure.

The Statistical Package for Social Sciences version 13
(SPSS Inc., Chicago, IL, USA) was used for analysis of
the data in our study. Mean and standard deviation was
used to express the numerical data while frequency and
percentages were used to record the categorical data. P
<0.05 was considered as significant, chi-square test was
used to compare the association of variables for
categorical data and for numerical data, t-test was used.

RESULTS

This study was conducted in the city of Mangalore, a city
on the west coast of South India. A total of 100 patients
admitted with AMI who were thrombolysed with
streptokinase were recruited of which 26 were female and
74 were male. 63 patients had failed_thrombolysis with
streptokinase compared to 37 patients who had a
successful thrombolysis (Fisher’s exact test P = 0.036)
Patients with Anterior Wall Ml (AWMI) had the highest
rate of failure of thrombolysis (43, 68.3%) followed by
Inferior Wall Myocardial Infarction (IWMI) (14, 22.2%).
The mean symptom needle time in patients with failed
and successful thrombolysis was 7.95 hours and 3.03
hours respectively (t test 11.95 P <0.001). 35 (55.6%)
patients among the failed group had DM (OR 2.6, CI 1.1-
6) (x* = 5.003 P = 0.025). 61% of our study population
were smokers and among these 69.8% failed
thrombolysis with streptokinase.

Our study showed that patients who failed reperfusion
had a higher admission heart rate (102.51 beats/min) and
diastolic blood pressure. The mean systolic BP in the
failure group was 150 mmHg and in the successful group
was at 127 mmHg.

Table 1: Results of different parameters.
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DISCUSSION

The findings from CAPTIM and Prague 2 conclude that a
PPCI is the best reperfusion strategy for AMI if done
within 1 hour. Between 1 and 3 hours, thrombolysis is
effective and beyond three hours, thrombolysis is less
effective and the patient should be transferred to a center
for PPCI. However, in developing countries, not all
patients present to a center that is equipped for PCI. In
such cases early thrombolysis confers a survival benefit.®

In developed nations, reperfusion strategies include PCI
and thrombolysis with tissue plasminogen activator (t-
PA). The GUSTO trial did not find any significant
difference between the 30 day mortality in patients
thrombolysed with t-PA and streptokinase.” However at
the end of the first year of follow up, mortality rates were
significantly lower with t-PA than with streptokinase.® In
spite of this, it must be taken in to account that t-PA costs
ten times as much as streptokinase and health care in
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developing countries like India is paid for by the
individual, as health insurance systems are not
completely in place yet. Therefore, streptokinase
continues to be a viable treatment option in developing
countries to achieve reperfusion in patients admitted with
acute M1.°

Coronary artery disease in India has a prevalence of
64.37 per 1000 people and is anticipated to affect 65
million Indians by the year 2015. Patients in India
admitted with an ACS have a higher rate of STEMI than
those in developed nations.*°

The problems regarding care of acute myocardial
infarction in India are, firstly that a well-equipped trained
Emergency Medical Service (EMS) to administer pre
hospital thrombolysis is not yet in place, and secondly
health insurance is not universal, and patients often pay
out of pocket for medical care. This means that in a
country that has the lowest per capita income among the
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G 20 nations; cost of therapy becomes a major
consideration. Coronary vascular disease is no longer a
disease of the wealthy and in caring for the poor who
present with myocardial infarction, often to a centre that
is not PCI capable, the financially more appropriate
thrombolytic agent streptokinase is often used.

Our study aimed at quantifying the failure rate of
thrombolysis with streptokinase in acute myocardial
infarction and finding patient and logistic factors
associated with failure. Failure of thrombolysis was
defined as less than TIMI 3 flow after thrombolysis. We
used ECG criteria as a bedside non-invasive test to
determine success/failure of thrombolysis. Sutton et al
defined ECG criteria for failure of thrombolysis as less
than 50% resolution of ST segment elevation in the most
affected lead and absence of idioventricular rhythm.**

Our study demonstrated a 63% failure rate of
thrombolysis with streptokinase. Higher failure rates
were seen in diabetics, patients with anterior infarct, and
with a longer symptom to needle time. A highly
significant correlation was found between failed
thrombolysis and high admission blood pressure,
tachycardia, and high serum sodium.

The higher failure rate in our study - 63% vs. 54% in
GUSTO 1 trial is perhaps due to the much higher
symptom needle time. The catchment area of the study
centre is the surrounding villages and small towns. The
area is mountainous and rapid travel is difficult.
Therefore significantly longer time is taken to reach
hospital from the time of symptom onset. The effect of
the location of the occluded artery on thrombolysis
varies. In our study, patients with anterolateral Ml had
the highest failure rates, similar to previous studies,
including the INJECT trial.*> However in the GUSTO 1
study, patients with occlusion of the right and left
circumflex arteries had worse outcomes than those with
occlusion of the Left Anterior Descending artery (LAD).”
The influence of the occluded artery on the outcome of
thrombolysis is influenced by the thrombus burden,
plaque burden and also the development of collaterals.

Previous studies show that the single factor with greatest
effect on the success of reperfusion after an infarction is
the timeliness of reperfusion. Myocardial necrosis is a
process that increases with the elapse of time, with the
muscle fibre passing through the stages of dysfunction,
stunning and finally death.® This was corroborated in our
study in which the mean Symptom Needle (S/N) time in
the successful group was 3.03 hours as opposed to 7.95
hours in the group, which failed reperfusion. Even in the
developed world, the time to admission and the time to
treatment in patients admitted with Ml is still prolonged,
and resources must be allocated to improve these times.™

10 to 25% of patients admitted with MI have diabetes
mellitus. In our study the figure was 47%, which is
unsurprising, as India has a high prevalence of diabetes

mellitus. Our study demonstrated a poor thrombolytic
outcome in patients with diabetes, with 55.6% of those
who failed thrombolysis being diabetics. The increased
failure rates in diabetics are due to decreased myocardial
sensation, leading to increased symptom needle time.
Admission blood glucose level after AMI is an
independent predictor of long-term mortality in patients,
even in patients without diabetes, and among patients
who are not known diabetics, admission glucose levels of
200 mg/dL or more after MI have mortality rates
comparable to those of established diabetics.™

Admission glucose was found to be a better predictor of
long-term outcome than HbA1c.™

In our study there was no difference between the S/N
times in diabetics and non-diabetics unlike in previous
published reports. This may be due to the general
tendency to an increased S/N time in most of our patients.

In our study hypertension and higher admission blood
pressure showed a correlation with reperfusion failure.
Other studies also show that hypertensives have a higher
rate of stroke and sudden cardiac death.'” This may be
related to factors such as left ventricular hypertrophy and
endothelial damage.*® This might indicate a greater need
to normalize blood pressure before starting thrombolytic
therapy or switching to alternate means of therapy if the
pressure remains high. In our study, tachycardia at
admission was associated with a higher rate of
reperfusion failure. This has been demonstrated in other
studies as well, and is perhaps due to the fact that
tachycardia increases oxygen demand and cardiac work.™
This effect of the heart rate on outcome is further
worsened by diabetes mellitus.?

Our study showed that the rate of reperfusion failure
increased with advancing age. In addition, elderly
patients who are admitted with MI have higher rate of
stroke, cardiogenic shock, bleeding and reinfarction.

Many of the elderly who are admitted with acute MI have
contraindications to thrombolysis. Therefore,
thrombolysis in the elderly is less effective and safe than
in the young.

We found that smokers, especially heavy smokers, had a
higher rate of failure of reperfusion. However, previous
studies show no difference in mortality between smokers
and non-smokers, and one retrospective study shows that
smokers admitted with acute MI have better outcomes
than non-smokers.?> This phenomenon, where smokers
admitted to hospital with myocardial infarction have a
better outcome is known as the smokers’ paradox.
However, this is perhaps because smokers present at a
younger age, and have a lower incidence of diabetes and
hypertension, and the early presentation and the absence
of comorbidities are perhaps responsible for this
observation.?
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Limitations of the study

This was a purely observational study on patients who
presented to hospital with acute MI, and who refused the
option of PPCI. It excluded patients who could afford
PPCI, and those who were thrombolysed with more
expensive  tenecteplase, which is  superior to
streptokinase. Since the aim of the study was to find the
rate of failure of thrombolysis, as determined by ECG
criteria, with streptokinase and factors associated with
failure, the patients were not followed up for study
purpose after thrombolysis. Some of the patients
underwent rescue angioplasty; however these details were
not collected or analyzed.

CONCLUSION

In many developing countries, including India, PCI is not
as easily accessible as it is in the developed world, and
thrombolysis is a financially more affordable alternative,
which is often used. However, in acute myocardial
infarction, thrombolysis with streptokinase had a high
rate of failure of reperfusion, and factors associated with
failure were increased symptom needle time, diabetes,
increased Admission blood pressure, smoking, and in the
elderly. Therefore in spite of the increased cost, these are
patients who would benefit from referral for primary
percutaneous intervention.

Funding: No funding sources

Conflict of interest: None declared

Ethical approval: The study was approved by the
institutional ethics committee

REFERENCES

1. Robert WY, Stephen S, Malini C, Michael S, Joseph
VS, Alan S. Population trends in the incidence and
outcome of acute myocardial infarction. N Engl J
Med. 2010;362:2155-65.

2. Reddy K, Yusuf S. Emerging epidemic of
cardiovascular disease in developing countries.
Circulat. 1998;97:596-601.

3. Malhotra S, Gupta M, Chandra KK, Grover
A, Pandhi P. Prehospital delay in patients
hospitalized with acute myocardial infarction in the
emergency unit of a North Indian tertiary care
hospital. Indian Heart J. 2003;55:349-53.

4. Hiremath JS. Future of thrombolytic therapy: an
Indian context. J Assoc Physicians India.
2011;59:49-50.

5.  William JR, John AM, William PH, William AB,
Patrick LW, Russel CR. Prospective randomized
trial of intracoronary vs. intravenous streptokinase
in acute  myocardial infarction.  Circulat.
1983;68:1051-61.

6. Fibrinolytic Therapy Trialists' (FTT) Collaborative.
Indications for finbrinolytic therapy in suspected
acute myocardial infarction: collaborative overview
of early mort. Lancet. 1994;343:311-22.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

The GUSTO Angiographic Investigators. The
effects of tissue  plasminogen  activator,
streptokinase or both on coronary-artery patency,
ventricular function and survival after acute
myocardial  infarction. N Engl J Med.
1993;329(22):1615-22.

Califf RM, White HD, Van de Werf F, Sadowski Z,
Armstrong PW, Vahanian A, Simoons ML, Simes
RJ, Lee KL, Topol EJ. One year results from the
global utilization of streptokinase and TPA for
occluded coronary arteries (GUSTO-I) trial.
Circulat. 1996;94:1233-8.

Sikri N BA. A History of streptokinase use in acute
myocardial infarction. Tex heart Inst J.
2007;34:318-27.

Vaishnav A, Vaishnav A, Khandekar S, Vaishnav S.
Pre-hospital thrombolysis. J Assoc Physicians India.
2011;59 (Suppl):14-8.

Sutton AG, Campbell PG, Price DJ. Failure of
thrombolysis by streptokinase: detection with a
simple electrocardiographic ~ method.  Heart.
2000;84:149-56.

Schroder R, Wegscheider K, Schroder K, Dissmann
R, Meyer-Sabellek W. Extent of early ST segment
elevation resolution: a strong predictor of outcome
in patients with acute myocardial infarction and a
sensitive measure to compare thrombolytic
regimens. J Am Coll Cardiol. 1995;26:1657-64.
Serruys PW, Simoons ML, Suryapranata H,
Vermeer F, Wijns W, van den Brand M, Bar F,
Zwaan C, Krauss XH, Remme WJ et al
Preservation of global and regional left ventricular
function after early thrombolysis in acute
myocardial infarction. J Am Coll Cardiol.
1986;7:729-42.

Barbagelata A, Perna ER, Clemmensen P, Uretsky
BF, Canella JP, Califf RM. Time to reperfusion in
acute myocardial infarction. It is time to reduce it! J
Electrocardiol. 2007;40:257-64.

Stranders I, Diamant M, van Gelder RE, Spruijt HJ,
Twisk JW, Heine RJ, Visser FC. Admission blood
glucose level as risk indicator of death after
myocardial infarction in patients with and without
diabetes mellitus. Arch Int med. 2004;164:982-8.
Vujosevic S, Radojevic N, Belada N. Influence of
admission glucose profile and hemoglobin A;. on
complications of acute myocardial infarction in
diabetic patients. Eur Rev Med Pharmacol Sci.
2013;17(9):1252-7.

Richards AM, Nicholl MG, Troughton RW.
Antecedent hypertension and heart failure after
myocardial infarction. J Am Coll cardiol.
2002;39:1182-8.

Rakugi H, Yu H, Kamitani A, Nakamura Y, Ohishi
M, Kamide K, Nakata Y, Takami S, Higaki J,
Ogihara T. Links between hypertension and
myocardial infarction. Am Heart J. 1996;132(1 Pt 2
Su):213-21.

Bangalore S, Messerli FH, Ou FS, Tamis-Holland J,
Palazzo ARoe MT. The association of admission

International Journal of Clinical Trials | April-June 2014 | Vol 1 | Issue 1 Page 8



20.

21.

Bhat S et al. Int J Clin Trials. 2014 May;1(1):3-9

heart rate and in hospital cardiovascular events in
patients with non - ST segment elevation acute
coronary syndromes: results from 135164 patinets in
the CRUSADE quality improvement initiative. Eur
Heart J. 2010;31:552-60.

Han Z, Yan-min Y, Jun Z, Li-sheng L, Hui-giong T,
Yao L. Prognostic value of admission heart rate in
patients with ST-segment elevation myocardial
infarction: role of type 2 diabetes mellitus. BMC
Cardiovasc Dis. 2012;12:104.

Barbash GI, White HD, Modan M, Diaz R,
Hampton JR, Heikkila J. Significance of smoking in
patiebts receiving thrombolytic therapy for acute

22.

myocardial infarction. Experience gleaned from the
international  tissue plasminogen activator /
streptokinase mortality trial. Circulat. 1993;87:53-8.
Andrikopoulos GK, Richter DJ, Dilaveris PE,
Pipilis A, Zaharoulis A, Gialafos JE. In hospital
mortality of habitual cigarette smokers after acute
myocardial infarction and the smokers paradox in a
countrywide study. Eur Heart J. 2001;22:776-84.

DOI: 10.5455/2349-3259.ijct20140502

Cite this article as: Bhat S, Carvalho NV. Reperfusion
failure: a study using electrocardiographic criteria. Int J
Clin Trials 2014;1:3-9.

International Journal of Clinical Trials | April-June 2014 | Vol 1 | Issue 1 Page 9




