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vii
ABSTRACT OF THESIS

This thesis investigates the use of exercise training as a
therapy in the management of angina pectoris. The hypothesis
underlying this work is that in the presence of ischaemia the
myocardium will, if possible, respond in such a way as to minimise
the effects of ischaemia. Improved collateral function was felt

to be the most likely mechanism.
A series of non-invasive investigations was developed in such

a way as to make them useful for the detection of any possible

improvement in myocardial ischaemia. These investigations
included treadmill exercise tolerance testing, Thallium
scintigraphy, Technetium ventriculography, exercise

echocardiography and 24 hour ambulatory ECG monitoring. These
techniques were refined for use in this study bf the development
of computerised analysis where appropriate.

Forty male patients under 60 years of age with angina
pectoris and no prior myocardial damage were recruited and
randomised into exercise and control groups. Both groups were
followed up over a one year period, the exercise group carrying
out a brief daily home-based exercise programme, using the
Canadian Airforce PBX Program for Physical Fitness.

The techniques developed proved to be effective follow up
tools in this group. Using them significant improvements in
treadmill performance were demonstrated in the exercise group.
These improvements were found to be partly due to changes in the

peripheral control of exercise induced heart rate increases but
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also due to myocardial improvements. The peripheral effects were
compared to and contrasted with betablockade. Within the
myocardium significant reductions in ischaemic area were
demonstrated, particularly in the territory of the left anterior
descending coronary artery. These improvements in perfusion were
accompanied by improvements in left ventricular function and
regional wall motion. The improvements demonstrated in the
laboratory were also evident during ambulatory ECG monitoring.

The results demonstrated support the hypothesis outlined that
controlled myocardial ischaemia can induce improvements in
myocardial perfusion, perhaps due to collateral enhancement, and
furthermore support the use of these techniques in such follow up
studies.Further studies would be justified and indeed necessary to
convincingly prove the hypothesis. Such studies may need to be
multicentre in order to recruit sufficient numbers and ideally
should involve coronary angiography and coronary perfusion

assessment.
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INTRODUCTION



I.1

PLAN OF THESIS

This thesis contains five sections, each of which is further
sub-divided into appropriate subsections. The first section is
the introduction to the thesis, sections II and III contain the
authors original studies, section IV comprises a general
discussion and section V contains the appendices.

The introduction describes the rationale for undertaking
these studies. It is brief and referenced only where necessary
since most of the areas are covered in greater depth elsewhere.

Section II deals with the selection of appropriate patients,
exercise programme and investigations. The design of the study
is explained and the basic methods described. Some of these
techniques required to be adapted specifically for this study and
where this was necessary a description of the adaptations is
included. Further modification of some techniques was necessary
during data analysis and this is detailed in the appropriate sub
sections of section III along with any necessary assessment of
techniques.

Section III deals with the results of the study and is sub-
divided such that each important aspect of the study is covered in
detail in its own sub-section, e.g. the section on myocardial
perfusion deals with the results of thallium studies, the

modifications required during analysis of these studies and a



discussion of the results.

Section IV considers the study as a whole. It considers how
the techniques agree or differ in their results and explains the
author's conclusions with regard to the value of the techniques
and of the training programme. Specific examples are used in
this section to illustrate the points made. The section ends
with the author's recommendations regarding exercise training in
the 1light of these studies and highlights the further questions
raised by these studies.

Following Section 1V is a reference list, list of tables and

figures and a list of commonly used abbreviations in the thesis.



AIMS OF THE STUDY

Ischaemic heart disease is one of the major epidemics of the
20th Century. Its two main manifestations of angina pectoris and
myocardial infarction however remain poorly understood. Coronary
atheroma is the pathological manifestation of the disease and
acute occlusion causes myocardial infarction while progressive
narrowing ultimately leads to exercise induced ischaemia and
angina pectoris. It is probable that changes within atheromatous
plaques and alterations in coronary artery tone may precipitate
infarction or ischaemia. Consideration of these patho-
physiological mechanisms has led to the development of drug
treatment which is essentially palliative, particularly with
respect to the management of angina pectoris. The use of beta-
blockers, calcium antagonists and nitrates are all based on the
concept of increasing myocardial oxygen supply or reducing
myocardial oxygen demand with the emphasis on the latter. While
this undoubtedly alleviates symptoms in the short term, the effect
on the natural history of the disease of such an approach is
unknown.

While treating symptoms of coronary heart disease we attempt
to alter the natural history by identifying the aetiological
agents and, where possible, removing these. Attention is paid

therefore to dietary fats, cigarette smoking and hypertension.
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Together with a family history of ischaemic heart disease these
factors have been identified as associated with an increased risk
of coronary atherosclerosis (1-3) and it seems reasonable to
assume that control of these will at least slow down disease
progression. To date, however, studies based on this approach
have produced inconclusive results.(4,5) The likely explanation
is that in most cases the disease presents at an advanced stage.
By the time infarction or angina occurs there is either coronary
artery occlusion or severe stenosis. In the majority of
symptomatic cases there is more than single vessel disease. To
reverse such disease simply by manipulating the factors mentioned
is improbable and to date no drug has been identified which will
reverse such advanced atheroma.

Can we remove the precipitants of myocardial infarction or
sudden death? There is 1little to suggest that drugs for
symptomatic relief afford protection against such events. Much
has been made of the use of betablockers and secondary prevention
but even recent "successful" studies (6,7) show limited value
only. The smoking of cigarettes produces changes in vascular
tone, blood coagulability and adrenergic hormone levels which
might be expected to be associated with cardiac events and indeed
there 1is evidence that this is s0.(2) Cessation of smoking
therefore may remove one important trigger. However most cardiac
events appear random and are not clearly associated with a
triggering event. In individuals with ischaemic heart disease
they will occur despite the best efforts of patient and physician.

If we accept the above then an important question to be



6
addressed is "Can we modify the response of the heart to the
disease in such a way as to 1lessen the effect of these major
events?" There is one aspect of advanced coronary atheroma which
opens up perhaps the most potentially useful area for disease
modification in this respect. The coronary tree has the ability
to produce collateral vessels to supply an ischaemic area by an
alternative route. The effect of a proximal lesion may vary
therefore according to the supply of collaterals to the area
distal to the stenosis or occlusion. We know there is a
relationship between the extent of disease and prognosis.(8)
Although unproven it seems reasonable that the real link is in
terms of area at risk. Reduction of that area, either naturally
by collateralisation or artificially by coronary artery bypass
grafting, would seem a logical step to improve prognosis.
Studies have demonstrated that in certain groups of patients
coronary grafting can be recommended on prognostic grounds.(8,9)
Is there any evidence to suggest that collateralisation can afford
similar protection?

There has over the years been continuing debate about the
effectiveness of collateral circulation. Investigators agree
that collaterals are larger in patients with coronary disease and
particularly in those with severe stenosis or occlusions. (10-13)
Arguments continue over whether these collaterals are functionally
useful or simply disease markers. Some authors suggest that they
develop 1in response to ischaemia and cannot therefore anticipate
it and hence will never be effective.(14-16) There are however

studies which have shown that infarct size 1is reduced in the
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presence of collaterals,(17) that left ventricular function after
infarction is better in those individuals with effective
collaterals, (18,19) and that there is a reduced incidence of
major complications of infarction such as cardiac rupture (20) or
cardiogenic shock (21) in the presence of collaterals. There are
many reports of complete coronary occlusions without infarction in
collateralised individuals.(12,13,17) They do seem therefore to
be prognostically important and have major impact on the natural
history of the disease. In this respect they mirror the effect
of coronary artery surgery. To accept this wview does not
necessarily disagree with those who state that collaterals cannot
logically remove ischaemia altogether. They may reduce the area
at risk or indeed the size of ischaemic area in angina pectoris
without abolishing that area. The argument between the
protagonists and the antagonists in this debate may simply be one
of degree.

In the 1light of the above it seems logical to attempt to
identify ways of encouraging collateral development. On logical
grounds that means encouraging ischaemia rather than removing
it. You have then something of a paradox. If we wish to reduce
area at risk or ischaemic area then we may have to abandon or
modify our traditional approach of palliative therapy. This
belief is supported by studies which demonstrate a direct
relationship between duration of angina and presence of
angiographic collaterals. (22,23) The next step from reduction of
anti anginal therapy is to actually provoke ischaemia. The most

reliable way of doing this is to increase myocardial work by
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exercising. Such exercise should be of sufficient intensity and
frequency to provoke ischaemia on a regular basis. The key to
such an approach however is to design a blend of exercise and drug
therapy which produces the required amount of ischaemia while
allowing sufficient symptomatic relief to allow patients to carry
on a near normal lifestyle and to carry out their exercises. In
this respect we are aided by the fact that exercise training, by
its effect on peripheral receptors, has been shown to improve
exercise tolerance in ischaemic heart disease. (24) In trained
individuals at any given level of sub maximal exercise there is a
reduction in heart rate and blood pressure and hence myocardial
work. This reduction in heart rate stems from the reduced level
of reflex stimulation of the cardiovascular control area in the
mid brain by receptors in trained muscles. Exercise training can
therefore exert its own anti anginal effect minimising the need
for drug treatment. It may be possible therefore to use exercise
training of high intensity to provoke ischaemia and induce
collateralisation while at the same time improving symptoms.

It was the intention therefore of these studies to develop an
exercise programme capable of achieving the above aims and to use
that programme to treat individuals with ischaemic heart disease.
To do this it was necessary to identify a suitable group for study
and to choose which techniques were most appropriate with which to
study them. How this was achieved is described in detail in

section II of this thesis.
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SUBJECTS AND METHODS
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II.1

PATIENT SELECTION AND RANDOMISATION

From analysis of previous studies involving exercise training
it is evident that the majority suffered from the same basic
design fault. The groups chosen covered a wide range of clinical
situations within the blanket heading of ischaemic heart disease
from individuals with asymptomatic coronary disease to patients
with post myocardial infarction angina. This results in two
problems, firstly a wide range of baseline measurements from which
to measure any change making it difficult to achieve statistically
significant results and secondly a group whose response to
exercise 1is inevitably going to vary considerably. Clearly it is
necessary to choose a more homogeneous group of patients. It is
equally important, however, to recruit sufficient numbers within a
suitable time period.

From the discussion in the introduction it is clear that
exercise induced ischaemia would be a prerequisite for this study.
Furthermore it was important that patients chosen should have the

greatest potential to collateralise and to reverse ischaemic

areas. Patients with previous myocardial infarction were
therefore excluded. Such patients would have had several
disadvantages. Firstly they would have occluded vessels with
little potential to supply collaterals. Secondly, they would

have scar tissue with no potential for revascularisation and a

"dilutional" effect on the results of reperfusion studies.
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Thirdly, if reversible ischaemia was present this would imply
probable multiple vessel disease and less likelihood of producing
effective collaterals. Finally to choose patients with infarcts
of less than six months duration introduces bias because of
changes in fitness and cardiac status which occur during the
recovery period. The study was confined to male patients because
of ease of investigation (see chapter II.3) and an upper age limit
of 60 years was set because the exercises carried out were of high
intensity and it was felt that musculoskeletal problems might be a
limiting factor in the older age group. The final study group
therefore consisted of males up to 60 years of age with chronic
stable angina of at least six months duration without prior
myocardial infarction. These patients were recruited from the
cardiology out patient clinics at the Victoria Infirmary between
July 1984 and December 1986.

The required population size for a study of this nature is

difficult to assess. The ideal number varies depending on which
parameter one choses to study. A range of parameters was
considered. Estimates of standard deviation for the paramaters

were taken from published studies and approximate numbers required
to produce significant results at the 5% level for a 20%
improvement and 30% improvement calculated by the formula

(u + v)?* (SD1%* + SD2?)

(mean 1 - mean 2)?
(for statistical power = 90%, u = 1.28 and for significance level

= 5%, v = 1.96)
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This suggested that to have a statistical power of 90% a
group size of 20 - 80 would be required depending on the parameter
studied. It was hoped initially that patient recruitment would
be completed within one year, with a further year to complete the
study. It was estimated that 20 exercise patients and 20
controls could be recruited in that time. Since the study group
was to be more homogeneous than that chosen by other authors, it
was reasonable to expect that the standard deviations would be
narrower than those used to calculate the estimated numbers and
that 20 patients in each group might therefore be sufficient.
Nonetheless it was clear that we would require to demonstrate an
improvement of 30% in most parameters. This seemed clinically
appropriate and furthermore a group size of 20 was ideal for
supervision by one physician and an ideal size for the exercise
class.

Prior to initial exercise testing informed consent was
obtained for the study and any anti anginal medication was
withdrawn. Betablockers in particular were stopped for seven
days before testing and any patient who could not stop
betablockers was excluded from the study. On initial exercise
testing any patient who developed exercise induced ventricular
dysrhythmias or whose exercise test was negative using
conventional criteria was_excluded. Exercise induced hypotension
or severe dyspnoea were not considered suitable reasons for
exclusion and concomitant disease such as hypertension or diabetes
was also allowed. Following initial exercise testing therefore

patients were randomised into exercise training and control groups
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using a random number generator programme on a Texas Instruments
T1-S2 calculator. During the recruitment period 40 suitable
patients were identified and 20 were randomised into each group.
The demographic data for the two groups are shown in Table 1 and
in these respects randomisation was successful. The mean age for
the exercise group was 53 (range 46-60) with a mean duration of
angina of 20.0 months, while the mean age for the control group
was 51 (range 37-60) with a mean duration of angina of 12.7
months. There was a low overall incidence of cigarette smoking
(four in the exercise group and five in the control group)
although many patients had been former smokers, most having
stopped shortly after diagnosis. There were no diabetics and
although blood 1lipids were not checked routinely there were no

known patients with familial hyperlipidaemia.
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Demographic Data:

Exercise Group

14

Patient Age Duration Smoking Height Weight

of angina habits (ins) (1lbs)
(mts)

1 51 24 Ex smoker 74 220
2 55 8 Ex smoker 70 175
3 47 10 Non smoker 69 190
4 45 24 Ex pipe smoker| 70 188
5 57 6 Ex smoker 68 165
6 55 12 Ex smoker 64 142
7 60 36 Ex smoker 68 136
8 51 6 Ex smoker 72 221
9 52 9 Smoker 64 159
10 55 60 Smoker 74 198
11 52 8 Smoker 74 215
12 60 24 Non smoker 70 188
13 48 6 Ex smoker 68 148
14 59 18 Non smoker 67 140
15 57 108 Non smoker 67 150
16 58 6 Non smoker 68 196
17 48 12 Smoker 68 198
18 46 12 Ex smoker 69 204
19 48 6 Non smoker 67 182
20 58 6 Ex smoker 72 220
Mean 53 20.0 NA 69 182
S.D. - 24.6 NA 3 28




Table 1b 15
Demographic Data: Control Group
Patient | Age Duration Smoking Height |Weight
of angina habits (ins) (1lbs)
(mts)
21 57 8 Non smoker 62 127
22 60 96 Non smoker 73 191
23 54 10 Ex smoker 69 187
24 50 12 Smoker 70 175
25 55 6 Non smoker 67 166
26 48 15 Non smoker 68 181
27 53 10 Ex smoker YA 190
28 53 6 Ex smoker 73 225
29 56 6 Non smoker 68 170
30 48 6 Ex smoker A 184
31 40 8 Ex smoker 70 214
32 53 12 Smoker 70 205
33 49 6 Smoker 66 159
34 60 9 Non smoker 68 170
35 37 6 Smoker 66 181
36 56 6 Ex smoker 68 165
37 50 12 Smoker 66 143
38 46 6 Ex smoker 68 171
39 45 8 Non smoker 70 216
40 50 6 Ex smoker 68 190
Mean 51 12.7 NA 69 181
S.D. - 9.8 NA 3 24
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I1.2

THE EXERCISE PROGRAMME

Just as the choice of patients was vital to this study, so was
the choice of exercise programme. Previous studies have often
chosen low intensity exercise of between 50 - 70% of the patients
maximal heart rate achieved on treadmill testing. This was based

on the belief that exercise training should not exceed the

threshold for ischaemia. It was integral to this study however
that ischaemia should be précipitated to encourage
collateralisation. An exercise programme was required which
contained high intensity exercise. However since it was

anticipated that fitness would be low initially but would improve
with training thus raising the threshold for ischaemia, a graded
exercise programme was necessary. Clearly it would also be
desirable to have a programme which would be carried out daily
rather than the more usual three times weekly.

The Canadian Airforce 5BX programme for physical fitness had
all the above requirements. (25) It is a brief (11 minutes) daily
exercise programme of five callisthenic type exercises which was
developed initially to train Canadian Airforce flying crew. It
is graded in increasing increments to achieve a progressive
increase in fitness and contains target levels according to age.
Individuals should advance from the bottom to the top of a chart

at suitable intervals and advance from chart to chart. For the
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purposes of this study charts 1 - 3 were deemed to cover all age
groups taking part (Figs. 1 - 3).

The initial exercise level for example (D - on chart 1)
consists of touching the floor twice with the feet apart, three
partial sit-ups, four extensions lying face down and two press-ups
keeping the knees on the floor. The patient then jogs on the
spot for 75 double steps (left and right) and carries out 10
scissor jumps before completing the final 25 jogs. This brief
set of exercises 1is easily completed within the 11 minute time
span allotted.

With satisfactory progress the patient may within 12 weeks be
at level A + on chart 1 where the allotted 11 minutes is more
challenging since he has to complete 20 toe touches, 18 partial
sit-ups, 22 extensions, 13 modified press-ups and four sets of 75
jogs interspersed with four sets of 10 scissor jumps before a
final 50 jogs (to a total 400 jogs).

On charts 2 and 3 the types of exercise become progressively
more difficult e.g. the toe touching exercises become more
complex, the sit-ups complete and the press-ups full press-ups
then complex press-ups and as for chart 1 the number of each
exercise done becomes greater as the individual progresses up the
chart. Throughout however the 11 minute time schedule remains
constant.

Level A + on chart 3 represents the maximum level of exercise
in this study. The patient stretches up and back then touches
the ground on the left of his feet, between his feet and to the

right. This exercise is carried out 30 times. He then performs
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Figure 1
Chart 1 Physical capacity rating scale
Exercise

Level
Age groups 1 2 3 4 5
6 yrs maintains B A+ 20 18 22 13 400
7 yrs maintains A A 18 17 20 12 375

A- 16 15 18 11 335

B+ 14 13 16 9 320

B 12 12 14 8 305

B- 10 1 12 7 280

C+ 8 9 10 6 260

o 7 8 9 5 235

C- 6 7 8 4 205

D+ 4 5 6 3 175

D 3 4 5 3 145

D- 2 3 4 2 100
1. Feet astride, arms upward. Forward bend to floor touching then
stretch upward and backward bend. Do not strain to keep knees straight.
2. Back lying, feet 6" apart, arms at sides. Sit up just far enough to
iisoz?ur heels. Keep legs straight, head and shoulders must clear the

3. Front lying, palms placed under the thighs. Raise head and one leg,
repeat using legs alternately. Keep leg straight at the knee, thighs
must clear the palms. (Count one each time second leg touches the floor.
4. Front lying, hands under the shoulders, palms flat on the floor.
Straighten arms lifting upper body, keeping the knees on the floor. Bend
arms to lower body. Keep body straight from the knees, arms must be
fully extended, chest must touch floor to complete one movement.

5. Stationary run. (Count a step each time left foot touches floor.)
Lift feet approximately 4" off floor. Every 75 steps do 10 'scissor
jumps'. Repeat this sequence until required number of steps completed.
Scissor jumps. Stand with right leg and left arm extended forward and
left leg and right arm extended backward. Jump up - change position of
arms and legs before landing. Repeat (arms shoulder high).
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Figure 2
Chart 2 Physical capacity rating scale
Exercise
Age groups Level
1 2 3 4 5
8 yrs maintains D-
9 yrs maintains C- A+ 30 23 33 20 500
10 yrs maintains B-
11 yrs maintains A- A 29 21 31 19 485
45-9 yrs maintains A+
50-60 yrs maintains C+ A- 28 20 29 18 470
B+ 26 18 27 17 455
B 24 17 25 16 445
B- 22 16 23 15 440
C+ 20 15 21 14 425
C 19 14 19 13 410
C- 18 13 17 12 395
D+ 16 12 15 11 380
D 15 11 14 10 360
D- 14 10 13 9 335
1. Feet astride, arms upward. Touch floor and press (bounce) once then
stretch upward and backward bend.
2. Back lying, feet 6" apart, arms at sides. 'Sit up' to vertical

position, keep feet on floor even if it is necessary to hook them under a
chair.

3. Front lying, palms placed under thighs. Raise head, shoulders and
both legs. Keep legs straight, both thighs must clear the palms.

4. Front lying, hands under the shoulders, palms flat on floor.
Straighten arms to lift body with only palms and toes on the floor. Back
straight. Chest must touch floor for each completed movement after arms
have been fully extended.

5. Stationary run. (Count a step each time left foot touches floor).
Lift feet approximately 4" off floor. After every 75 steps, do 10
'astride jumps'. Repeat this sequence until required number of steps is
completed.

Astride jumps. Feet together, arms at side. Jump and land with feet
astride and arms raised sideways to slightly above shoulder height.
Return with a jump to the starting position for count of one. Keep arms

straight.
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Figure 3
Chart 3 Physical capacity rating scale
Age group Exercise
Level

12 yrs maintains D+ | 2 3 4 5

13 yrs maintains C+

14 yrs maintains B+ A+ 30 32 47 24 550
35-39 yrs maintains B
40-44 yrs maintains C A 30 31 45 22 540

A- 30 30 43 21 525

B+ 28 28 41 20 510

B 28 | 27 39 19 500

B- 28 26 37 18 490

C+ 26 25 35 17 480

C 26 24 34 17 465

C-= 26 23 33 16 450

D+ 24 22 31 15 430

D 24 21 30 15 415

D- 24 20 29 15 400

1. Feet astride, arms upward. Touch floor 6" outside left foot, again
between feet and press once then 6" outside right foot, bend backward as far
as possible, repeat, reverse direction after half the number of counts.

2. Back lying, feet 6" apart arms clasped behind head. Sit up to vertical
position, keep feet on floor, hook feet under chair etc. only if necessary.
3. Front lying, hands interlocked behind the back. Lift head, shoulder,
chest and both legs as high as possible. Keep legs straight and raise
chest and both thighs completely off floor.

4. Front lying, hands under the shoulders, palms flat on floor.
chin to floor in front of hands - touch forehead to floor behind hands
before returning to up position. There are three definite movements, chin,
forehead, arms straightened. Do not do in one continuous movement.

5. Stationary run. (Count a step each time left foot touches floor).

Lift feet approximately 4" off floor. After every 75 steps do 10 'half
knee bends'. Repeat this sequence until required number of steps
completed.
Half knee bends. Feet together, hands on hips, knees bent to form an angle

of about 110 degrees; do not bend knees past a right angle.

Straighten to upright position, raising heels off floor, return to starting
Keep feet in contact with floor - the back upright and

Touch

position each time.
straight at all times.
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32 sit-ups with his hands clasped behind his head followed by 47
hyperextensions while lying face down. Twenty four press-ups are
then performed where the chin is touched to the floor in front of
his hands followed by the forehead behind the hands before pushing
up. Finally seven sets of 75 jogs with seven sets of 10 knee
bends is carried out with a final 25 jogs. Clearly at this level
the exercises have to be carried out rapidly with few rests to be
completed within 11 minutes.

From the above descriptions it is clear that the Canadian
Airforce PBX Program differs in other respects from the more usual
programmes used by cardiac exercise groups. Apart from being a

daily programme it is also much shorter than the usual 30 - 40

minute programmes. The choice of exercises is also somewhat
atypical. While retaining a large aerobic component, it also
contains some power exercise. There are no purely isometric

exercises but the press-ups, sit-ups and trunk curls do involve
significant power components. while high 1level isometric
exercise 1is generally not recommended for cardiac patients, most
young patients with angina carry out some degree of exercise with
a power component during their daily lives and therefore it was
felt that a programme which covered most muscle groups and which
contained a mixture of aerobic and power exercise would be useful
to improve overall fitness for daily living.

Several modifications were made to the standard programme.
The age levels were used only as a rough guide to expectations and
patients were neither expected to achieve their goal nor to stop

at that level. Each exercise level was to be carried out for a
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minimum of one week. Provided a patient could carry out that
level within the 11 minute time limit and without excessive angina
or dyspnoea (mild to moderate discomfort at the end of exercise
was allowable) he could progress to the next level.

The use of a daily programme such as this in a relatively
young group meant that it was not practical to supervise all
exercise sessions. It was furthermore felt undesirable to do so.
It was intended that this exercise programme would be the
cornerstone of the patient's rehabilitation and that allowing the
patient to carry out exercise of this intensity at home would
provide them with the confidence to increase their general level
of activity and in so doing produce further cardiac stimulation.
A supervised session was therefore held once weekly lasting one
hour. Patients were introduced to the programme at this session
and were encouraged at least in the early stages to attend each
week to advance to the next level of exercise under supervision.
Attendance was not however essential throughout the study but the
session was used also as an opportunity for the patients to
discuss any problems with staff and with other patients. An
understanding of their disease was encouraged because this study
was not based on achieving early symptomatic relief and indeed in
some cases withdrawal of previous anti anginal agents meant that
symptoms were initially worse. It was hoped however that patient
education would produce the understanding required to achieve the
necessary stimulus to collateralisation. These weekly sessions
were attended by physiotherapists to advise on the technique of

the exercises and to supervise progress. The supervising
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physician was also present (the author) to answer patient
questions.

The Canadian Airforce programme has been used previously in
studies and has been shown to increase fitness in normal
volunteers (26) and in patients with ischaemic heart disease.(27)
It has also been used previously in work from this hospital. (28)
For the purposes of this study a duration of one year on the
programme was considered optimal.

As discussed in the introduction it was intended that anti
anginal medication would be kept to a minimum and that where
possible it would be tailored to the daily needs of the patient.
This process involved further patient education. It was
desirable that the control group would also receive similar advice
to minimise the effect of drug therapy on the study. Nifedipine
and GTN were chosen as the most useful agents. All patients were
advised to use GTN for angina which was not relieved quickly by
rest. Nifedipine was used prophylactically in a dose of 10-20 mg
t.d.s. As symptoms improved during the study the dose was
reduced or stopped and in addition patients were advised that it
was not essential to stick rigidly to the dose schedule. Thus
doses could be missed on 'sedentary' days or increased on 'active'
days. If further anti anginal therapy was required Isosorbide
Dinitrate could be used, although in practice this was required
only by one exercise and one control patient. Any patient who
required a betablocker was withdrawn from the study, firstly since
the interaction between betablockade and training is unclear and

secondly since part of this interaction was under study.
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The control group in this study were receiving less than
maximal anti anginal therapy for the duration of the study and
were therefore kept under closer supervision than would otherwise
have been the case. During the initial investigation phase the
opportunity was taken to discuss their disease and the use of drug
therapy. They were given general advice but were not told that
exercise was being used on another group. Where the topic was
raised by patients they were given general advice that exercise
might be beneficial and advice on the appropriateness of wvarious
forms of exercise. They were further advised that a formal
programme may be available to them at a later date. These
patients were reviewed at three monthly intervals during the study
and were advised to contact the author directly in the event of a
change in symptoms or if they had any questions about their
condition. While some patients in each group did deteriorate
during the study, no patient received inappropriate treatment or
had treatment withheld because of participation in the study.

Dietary advice was given to those patients who sought such
advice or to those who were considered overweight. In these
circumstances referral to the hospital dietician was undertaken.
While this may introduce a further significant wvariable
influencing cardiac performance it was considered that any dietary
difference between the groups arising from participation in the
study was attributable to participation in the exercise programme.
The same view was taken with regard to participation in additional
exercise such as swimming. Likewise, while the incidence of

smoking was low in both groups, no attempt was made to monitor
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this by measurement of carboxyhaemoglobin levels, since any
intergroup difference during the study would again reasonble be
attributed to participation in the study.

In adopting the above approach one must accept that it is
impossible to study the pure effect of an exercise programme on
myocardial perfusion in a clinical setting. Once can only assess
the effects of participation in such a programme and recognise
that such participation may include the modificiation,

inadvertently or otherwise, of the patients' lifestyle.
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II.3

THE INVESTIGATIONS

While coronary angiography 1is often regarded as the gold
standard for the investigation of ischaemic heart disease there
are a number of reasons why it should not be regarded as such in a
study of this nature. It would provide anatomical data regarding
the extent and distribution of coronary artery disease and
regarding the presence of <collaterals but would give no
information on the effectiveness of such a supply and may give
misleading anatomical information. Post mortem angiographic
studies have demonstrated the existence of small collaterals which
cannot be seen by coronary angiography and it is accepted that a
minimum diameter of 160u is required before angiographic
visualisation. (29, 30) Furthermore the visualisation of
collaterals is dependent on the pressure at which dye is
injected. (31) Variation in operator technique or indeed
radiographic technique may lead to the erroneous conclusion that
collaterals have appeared or disappeared between two studies.
When one adds to this the effect of stenoses in the donor and
recipient vessels on opacification of collaterals then it is clear
that angiography cannot supply reliable information with respect

to collaterals. It is worth noting that those studies which have
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shown a positive correlation between the presence of collaterals
and improved myocardial function have been the ones which have
attempted to categorise the collaterals according to degree of
opacification and hence effectiveness.(19,32,33) To attempt a
longitudinal study with serial angiography on such a basis would
not be possible for the reasons mentioned.

The value of coronary angiography in this study would have
been to allow categorisation of patients on the basis of initial
extent of disease to assess whether a particular subgroup of
patients obtain the best result from exercise training. However
with the number of patients involved in this study, meaningful
statistical information would not be possible. It was decided
therefore that serial coronary angiography before and after
training may produce misleading results and that single
angiography would produce results worthy of comment only but
without statistical significance. Under these circumstances an
invasive investigation of this sort was inappropriate and coronary
angiography was carried out only where clinically indicated during
the study.

Non-invasive investigations are a more appropriate way of
monitoring the changes brought about by exercise training for they
have the ability to supply functional information which cannot
readily be obtained by invasive means. Whether a collateral can
or cannot be seen angiographically is of 1little relevance.
wWhether it produces improvements in myocardial function and
perfusion 1is the key question. Furthermore this question must be

asked at the appropriate time. A collateral which functions at
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rest is of some value but one which functions. under stress when
hypoxia is present is of much more use. It is conceivable that
collateral function may deteriorate with exercise, particularly
where the donor vessel itself is diseased, leading to a fall in
perfusion pressure on exercise. However mature collaterals have
been shown to possess a muscular media which suggests they may
respond to changes in vasomotor tone.(34) It 1is possible
therefore that exercise induced hypoxia may lead to dilatation of
collaterals with improved function on exercise to relieve that
hypoxia. The basis of any study into the development of
collaterals must therefore be the stress test.

Treadmill exercise tolerance testing was used where possible
in this study. It provides a form of stress which is more
acceptable to patients than bicycle exercise. It was used to
provide data on patient fitness and threshold for myocardial
ischaemia and as a stimulus for ischaemia in perfusion studies.
A wide range of treadmill protocols is available and the protocol
chosen and the reasons for that choice are detailed below. The
exercise tolerance results obtained form the first subsection of
section III.

In the 1light of the above discussions myocardial perfusion
imaging during stress would be central to a study into the
potential benefits of exercise training. The ideal isotope for
such studies would have a high affinity for myocardium providing a
high target to background count ratio and would emit a high
abundance of gamma energy in the 100 - 300 KeV energy range, the

ideal range to combine acceptable resolution with good sensitivity
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for single crystal gamma cameras. In addition, one would wish
the uptake of isotope to bear an inverse linear relationship to
the degree of myocardial ischaemia and for subsequent
redistribution of isotope to be delayed after cessation of
exercise for sufficient time to allow image acquisition.

The most widely used isotope for perfusion imaging is
Thallium 201. It is however far from being ideally suited to the
purpose. After intravenous injection Thallium 201 is distributed
to the tissues in proportion to their percentage of cardiac
output. As a result only some 5% is delivered to the myocardium
resulting in a poor target to background ratio of 2 or 3 to 1.
This makes recognition of perfusion abnormalities rather
difficult. Furthermore Thallium 201 decays by electron capture
enmitting mainly mercury K x-rays with energies ranging from 69 to
83 Kev. This provides acceptable but less than ideal internal
resolution. In its favour however, there is a high extraction of
Thallium from the blood by the tissues during first pass and a
linear relationship exists between myocardial Thallium
concentration and coronary blood flow.(35) Some two minutes
after injection of Thallium, the concentration of Thallium in the
blood is only 10% of the initial concentration. Unfortunately
this low blood concentration of Thallium results in an electro
potential gradient favouring egress of Thallium 201 from the
myocardial cells back into the intravascular compartment. This
process of Thallium washout depends on relative myocardial and
blood concentrations. This therefore favours clearance of

Thallium from normal myocardium where the concentration is high
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but reduced washout and on occasions wash-in in ischaemic zones
where initial concentration is low. This process has the effect
of reversing the ischaemic defect and effectively limits the time
of acquisition of scans to 20 - 30 minutes.

In view of the above deficiencies it is perhaps surprising
that Thallium 201 scintigraphy has remained the accepted technique
for non invasive perfusion imaging for many years and that it has
not been surpassed by newer isotopes. Perhaps however there is
some merit in this in that it has been widely studied by many
authors and subjected to various computer processing procedures in
an attempt to enhance its ability to detect areas of myocardial
ischaemia. While reservations remain about the techniques of
Thallium scintigraphy, they have developed to the stage where it
is at 1least feasible to use them for a follow up study of this
nature. The exact choice of technique therefore depended partly
on the availability of equipment within the Victoria Infirmary and
partly on published work by other authors who have developed
techniques considered by the author to be suitable for this
study. Exact details of these techniques are given later in this
section with a description of further modifications in the
appropriate subsection of section III.

Another important area to asses in this study is myocardial
function. Again a number of options were available. Had
coronary angiography been undertaken, then single or preferably
biplane contrast ventriculography would be an obvious choice.
The area of the left ventricle can be outlined and calculated and

by the application of one of the available formulae an
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approximate value for 1left ventricular volume can be obtained.
By calculating end diastolic and end systolic volumes, ejection
fraction may be calculated. Hammermeister and colleagues in 1974
(36) demonstrated that in addition provided high frame rate
cineangiography was used volumes could be plotted throughout the
cardiac cycle allowing the production of diastolic and systolic
left ventricular function curves. There are however a number of
disadvantages in this technique. Firstly cineangiography is a
2-dimensional technique from which 3-dimensional calculations are
being made. This may introduce inaccuracies particularly in
assessment of changes in regional function. Secondly it contains
information about a limited number of cardiac cycles which in
themselves may be atypical since they follow the injection of a
volume of contrast material. Thirdly the technique can really
only be applied at rest. Gated Technetium blood pool angiography
can overcome these limitations. It is based on isotope count
density and as such is 3-dimensional, it averages information over
a large number of cycles, and it can be used in association with
stress testing. Its analysis however requires the use of
computer programmes to smooth the images and to detect the edge of
the left ventricle, as well as to calculate the parameters
required. Each programme inevitably corrupts the raw data to
some degree, raising doubts over the validity of results obtained
by this technique. Nonetheless it has gained widespread usage
particularly for the assessment of global and regional ejection
fractions. For this study these measurements were particularly

applicable since exercise training might exert a general effect on
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left wventricular function apart from any local effect related to
myocardial perfusion. While Technetium 99 is a more suitable
radioisotope for use with the gamma camera than Thallium since it
produces pure gamma ray emissions in the optimal energy range, the
limitations of the imaging system available in the Victoria
Infirmary lessen its wvalue. The gamma camera used has a low
count rate capability. The relatively low number of counts
obtained during imaging introduces a greater degree of statistical
variability. In addition the camera is also bulky and not mobile
and could not therefore be used in conjunction with exercise
stress. It was necessary therefore to use cold pressor stress as
the stress test. This however does have the advantage of
allowing acquisition of stress data with the patient lying still.
This is important for assessing regional left ventricular function
accurately enough to make a sequential study meaningful. Despite
these 1limitations it was hoped that this technique might provide
useful supportive information in the assessment of possible
changes in myocardial perfusion.

Two-dimensional echocardiography may be used to assess
regional and global 1left ventricular function and has also been
combined with stress testing. Semiquantitative and quantitative
techniques have been used to analyse these studies though stress
studies have to date only been used for global quantitative
analysis. In this work 2-dimensional echocardiography was used
in conjunction with treadmill testing in an attempt to assess
whether it added to the information obtained by the methods used

with gated Tc angiography. This technique required more
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assessment with respect to its value and this is detailed in
section III.

Finally, the above techniques provide extensive information
about changes which can be observed in the laboratory situation.
This work would not be complete however without an assessment of
the practical value during normal daily activities. All patients
were further assessed therefore by 24 hour ambulatory ECG
monitoring both of heart rate and ST segment shifts.

All investigations were repeated after one year.

Exercise Tolerance Testing

Treadmill exercise tolerance was assessed before and after
training using a Marquette Case II system. This is a
computerised 12 lead ECG monitoring system linked to a motor
driven treadmill. It provides continuous monitoring of a
standard 12 1lead ECG throughout the test, displaying 12 leads
updated at 15 sec. intervals. In addition there is a continuous
display of 1leads 1II, V1 and V5 and a display of the lead showing
maximum ST depression. The duration of test, duration of stage,
heart rate, minimum ST level and total number of PVC's are also
displayed. The system was programmed to print out a 12 lead ECG
at one minute intervals throughout the test and at one, three and
five minutes into recovery. In addition resting ECG's were
recorded sitting and standing and an ECG prior to stopping was
also recorded. Blood pressure was measured at rest and between 2
and 23 minutes of each stage as well as immediately prior to

stopping and twice during recovery. The usual end points of chest
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pain, dyspnoea, fatigue, dysrhythmia or 3 mm ST depression were

chosen.

The choice of treadmill protocol was made with a number of

points in mind. Firstly all patients in this study were
relatively young males. From experience it was found that 3 MPH
was an ideal walking pace for such a group. A protocol

commencing at lower speeds is technically difficult and higher
speeds cause some patients to jog. It was desirable to have a
smooth transition from stage to stage with a slow but linear

increase in workload and hence a steady rise in heart rate to find

an accurate end point. The Naughton protocol (37) consists of a
constant 3 MPH beginning with no gradient. The slope is
increased in increments of 2.5% at two minute intervals. This

has been estimated to be equivalent to a V02 of 10.5 ml 02/Kg/min
(3 METS) initially with an increment of V02 of 3.5 ml 02/Kg/min (1
MET) for each stage. It thus produces the modest but steady
increase in workload necessary for accurate determination of end
point. Naughton's protocol allowed two minutes for each stage.
For the purposes of this study this was extended to three minutes
to ensure plateauing of the heart rate and to allow time to
accurately measure blood pressure. The maximum gradient was 25%.
Thereafter a final stage was added where necessary at 4 MPH and
25% gradient giving a total maximum treadmill time of 36 minutes.
This was longer than is ideal since muscle fatigue and lactic
acidosis can effect 1lengthy tests of this sort. In practice
however, such a long tests was rarely required. This modified

Naughton protocol was used for all exercise tests including
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initial diagnostic testing.

In the timetable of investigations (Figure 4) there were two
opportunities to measure treadmill performance since the same
technique was used for Thallium scinitigraphy and exercise
echocardiography. Exercise echocardiography was carried out in
the afternoon and was the initial investigation. Thallium
scinitigraphy took place one week later in the morning after an
overnight fast and it was these data which were used for analysis
in the first subsection of section III. This therefore allowed
the initial test to be used to familiarise the patient with the
procedure minimising the learning effect of subsequent testing
and, in addition, meant the data were obtained in the early
morning and fasting, in order to minimise wvariability due to
diurnal variation and ingestion of food. (38)

The Marquette system automatically records the heart rate on
each ECG and the degree of ST segment shift for each lead 80 msec
after the J point. All data were checked manually during the
recording of results with particular reference to the points
chosen for determination of ST shift. If these were accurate
then the figure given was accepted to 0.1 mm. The only
significant error in ST measurement occurred at high heart rates

and in such cases a manual measurement was taken.

Thallium 201 Scintigraphy

Thallium 201 scinitgraphy was carried out in conjunction with
the patient's second treadmill exercise test. An intravenous

cannula was inserted into the 1left antecubital wvein prior to
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Timetable of investigations

Week No. Investigation
1 Exercise echocardiography/treadmill ETT
2 Thallium 201 scintigraphy/treadmill ETT
2-3 Initiation of beta blockade
3 ETT on Atenolol
3-4 Withdrawal of beta blockade
4 Commencement of exercise training
5 Gated Technetium bloodpool angiography
5 24 hour ambulatory ECG monitoring
One year's exercise training programme
52 Repeat exercise echocardiography/treadmill ETT
53 Repeat Thallium 201 scintigraphy/treadmill ETT
53-54 Initiation of beta blockade
54 ETT on Atenolol
54-55 Withdrawal of beta blockade
55 Gated Technetium bloodpool angiography
24 hour ambulatory ECG monitoring
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exercise, the patient having fasted for 12 hours and taken no
medication for 24 hours (nifedipine or nitrate). Exercise was
commenced and the patient was advised to tell the physician when
he developed chest pain and when he could contintie for only one
minute longer. At that time 80 MBq of Thallous 201 chloride was
injected through the cannula and flushed with 20 mls of 0.9%
sodium chloride. After one minute exercise was stopped and the
patient transferred by wheel chair to the scanning room for
immediate scanning.

The Gamma camera used for this study was a Technicare Sigma
401 with a large field of view crystal and a general purpose low
energy (140 KeV) parallel hole collimator. Date were acquired
and stored in a 128 x 128 x 8 bit matrix on an ADAC CGR 7310
computer for subsequent processing. Images were obtained in the
anterior, 45° left anterior oblique (LAO) and 65° LAO projections.
The system was set to acquire a fixed number of counts for each
view (350,000) and the time taken to do so was recorded. The
camera was set to measure energy in the 68 -82 KeV range with an
autopeak facility to track any drift in the Thallium peak and a
window setting of 30%, as the best compromise between too few
counts and too much scatter. During acquisition the spleen was
masked with a lead shield. The patient was then free to go home
and advised to have a 1light meal before returning three hours
later for repeat scanning with a preset time, the time chosen
being that which was required to acquire the morning counts.
Thus a set of three stress images and three redistribution images

was obtained. In the majority of cases initial acquisition was
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complete within 20 minutes of injection of Thallium with an
outside time limit of 30 minutes.

The images obtained as above were further processed to obtain
circumferential profiles. Firstly the images were corrected for
non cardiac background activity by interpolative background
subtraction. This involves creation of an area of interest
enclosing only the myocardium using a light pen. The programme
then generates a horizontal plane comprising a three channel
profile across the centre of the area of interest. A new set of
values is assigned to the pixels within the reference plane.
These values are interpolated values generated by the method first
described by Goris (39) but modified according to a constant
derived by Beck.(40) A background computed image is then
determined as a fraction of the radiocactivity in the myocardial
region relative to the reference plane. Finally a background
corrected image 1is created by subtracting the computed background
image from the original unprocessed image.

The background corrected images are further processed using a
programme which quantitates the spatial distribution of Thallium
in the myocardium on each pair of immediate stress and
redistribution images. The operator identifies the centre and
apex of the left ventricle on each of the imaging pairs. The
programme then generates 60 radii at 6° intervals from the centre
of the ventricle commencing with the first radius (0°) at 90°
counter clockwise from the marked apex and subsequent radii at 6°
intervals clockwise from the 0° radius. It then searches each

radius in turn for the hottest pixel. Having identified the
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hottest pixel on each radius within the myocardial boundaries it
displays the image on the screen with the inner and outer
myocardial boundaries marked and each identified pixel
highlighted. If this is accepted by the operator then each pixel
is averaged with the two adjacent pixels on that radius. Once
this process has been carried out on the stress and redistribution
scans then both images are displayed on the screen. The operator
can then choose to plot the count profiles calculated. The
computer will identify the highest count value on either image and
assign it a wvalue of 100%. All other pixels are assigned a
percentage value in proportion to this.

Profiles generated in this way contain information on the
relative distribution of the Thallium around the circumference of
the heart. The stress profile will identify ischaemia as an area
with a relatively low initial wuptake of Thallium. During the
three hour delay before repeat scanning, redistribution of
Thallium will take place and the defect will tend to normalise.
In a normal scan the redistribution curve should be below the
immediate post exercise curve and parallel to it. Where a
reversible ischaemic defect is identified, the two curves will
converge and may cross so that the three hour 1level in the
ischaemic area exceeds the post exercise level.

In individuals with balanced triple vessel coronary artery
disease the uptake of Thallium may be uniformly 1low in all
areas. Such a profile may therefore show no defect since counts
are spatially relative and plotted not as absolute values but as a

percentage of maximum. Thallium clears from ischaemic myocardium
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slowly however and therefore relatively high three hour profiles
will result. To assess this the computer plots a "washout"
profile by subtracting the three hour count levels from the post
exercise count levels and expressing this as a percentage of the
post exercise count levels. This temporally relative curve is
also displayed on the screen which therefore displays the back-
ground subtracted stress and redistribution images, a graph of
stress and redistribution profiles and a graph of washout. (Figure
5)

Although in theory one could compare two scans on the same
individual by direct comparison of the curves, in practice
matching curves would prove technically difficult. The above
programme could be improved however by the addition of normal
values to the curve. Maddahi has used a similar programme to
that described above in normal individuals and in patients with
ischaemic heart disease.(41) He has published normal values for
stress and washout curves. These normal values identify lower
limits of normality equivalent to two standard deviations below
the mean for the group of normal individuals. Abnormal curves
can be compared with these values to identify which areas fall
below the normal range. This technique was found to have a
sensitivity and specificity for the detection of coronary artery
disease of 93% and 91% respectively. Using this method Maddahi
and Abdulla were able to identify disease of the left anterior
descending (LAD) territory with 82% sensitivity, disease of the
circumflex territory with 61% sensitivity and right coronary

artery disease with 90% sensitivity. The overall specificity for
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identification of site of lesion usingboth profiles was 75%.(42)
While sensitivity and specificity are not applicable to this study
where all patients were known to have coronary disease these
figures are nonetheless reassuring since they suggest that
abnormalities detected by the somewhat complex programme are
genuine. For this study therefore a computer programme was
developed on a BBC Master computer to superimpose normal data from
Maddahi's study onto the profiles generated by the above
programme. In order to do this however, a further smoothing of
the profiles was necessary. The programme produced therefore
takes the profiles produced by the ADAC computer and carries out a
three point circumferential smoothing. In addition the operator
is given the opportunity to realign the stress and redistribution
curves before calculating the washout values. This step was
included since the original programme required the operator to
identify the apex on both stress and redistribution scans
separately and it was possible therefore to misalign them. Once
aligned the stress, redistribution and washout profiles were
plotted with Maddahi's normal range shown (see examples: Figures
6, 7 and 8).

While the normal range produced by other authors may not be
entirely applicable in our laboratory in absolute terms it does
provide a bench mark of normality against which all scans can be
compared. This allows one to measure the extent of abnormality
on two separate occasions and compare the results. Further
analysis of the scans was carried out at the end of the study to

assess the best method of comparison. This analysis is dealt
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with in the appropriate subsection of section III.

While other analysis programmes were available and were
considered this programme was chosen since it fulfilled the
criteria necessary to demonstrate and quantify a defect and
required the minimum of operator interaction minimising inter and
intra observer error and operator bias. All scans were however
analysed by the same operator, who in addition examined each
planar Thallium image in its unprocessed and background subtracted
states to identify the area of ischaemia and compare this with the
computer detected area to ensure that the defect was genuine.
Since this was an automatic programme blinding was deemed

unnecessary prior to analysis.

Gated Technetium Equilibrium Blood Pool Angiography

Gated Technetium blood pool angiography is a well established
validated technique in the Victoria Infirmary and has been found
to be reproducible with respect to measurement of global left
ventricular function both at rest and during stress. The
equipment used is that described under Thallium 201 Scintigraphy.
The patient's red blood cells are labelled in vivo with Technetium
99m Pertechnetate by first giving an injection of 1 to 2 ug of
stannous pyrophosphate which sensitises the red blood cells
(RBC's) to subsequent injection of 740 MBqg of Technetium 99m
Pertechnetate some 20 minutes later. Using this technique RBC's
are labelled with approximately 90% efficiency. (43)

Following red cell labelling a resting scan is acquired with

the patient 1lying flat. A 30 - 45° LAO projection is used, the
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exact projection being that which separates the right and left
ventricles to a greater degree giving the best septal definition.

A 10° caudal tilt is also used to minimise interference from the

atria. During the procedure acquisition is gated to the patients
ECG. The computer uses the R wave of the ECG as the gating
device and divides the R-R cycle into equal portions. It is

possible to divide the R-R cycle into either 16 or 32 portions.
Chosing 32 portions produces a larger number of points on the LV
function curve. Since this is a count based technique however it
halves the number of counts avialable for each point and this
introduces greater statistical wvariability for each individual
point. In view of the limited count capability of the gamma
camera and the constraints on acquisition time introduced by the
cold pressor test it was considered that 16 portions was the most
appropriate. Beats are acquired for six minutes and stored in
frame mode in a 64 x 64 matrix to produce a summated
representative cycle. The computer rejects any beat with an R-R
interval outside a preset range (+ 20%) of the predetermined R-R
interval, thus excluding ectopic beats from analysis.

After acquisition of the resting scan a stress scan is
acquired using a similar technique. For this scan however,
acquisition time is reduced to five minutes and the acceptable R-R
interval range is constantly adjusted by the computer to take
account of changing heart rate. Thus a beat outside the 20%
window resets the R-R interval range. A stress scan is carried
out during 5 minutes 30 seconds of cold pressor stress,

acquisition of data commencing after 30 seconds. The patients
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hand and forearm are immersed in a bath of crushed ice and water
is continually passed through the ice to ensure adequate contact
with the patient. Blood pressure and heart rate are recorded at
rest and at one minute intervals throughout the stress test.

Image analysis was performed using the Standford automatic LV
function analysis programme which constructs a time activity curve
from which indices of left ventricular function can be calculated
(Figure 9). The method is described in detail in the
literature. (44, 45) Briefly, the edge detection algorithm is
based on a one dimensional la Placian filter applied to the end
diastolic image vertically, horizontally and along both
diagonals. A search is made for the first edge which completely
encloses the left ventricle and the left ventricle is located by
calculation of the XY co-ordinates of the centre of gravity of an
amplitude image constructed by the system. The programme
transforms the data to frequency domain and retains the zero,
first, second and third harmonics as well as the diastolic
image. The programme locates the left ventricle on the left part
of the stroke volume image and identifies the edges of the
ventricle on the diastolic image. A left ventricular area of
interest is created and subsequently used for interpolative
background subtraction. The area of interest is also used to
create a 100 point volume curve and frequency components. From
this curve the system calculates ejection fraction, dv/dT for
systole and diastole, systolic time and length, fast emptying time

and length and fast filling time and length. Ejection fraction
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is calculated as:

end diastolic counts - end systolic counts X 100

end diastolic counts 1

expressed as percentage. In addition regional ejection fraction
is calculated by dividing the left ventricular area of interest
into eight equal segments and using the above formula for each
segment individually. Functional images of stroke volume,
amplitude and phase are also produced but since the images are of
limited value for follow up they were not used in this study.

The choice of technique in this study was to a large extent
governed by necessity. Exercise radionuclide ventriculography is
a well established technique of proven sensitivity and specificity
for the detection of coronary artery disease. It produces a
higher 1level of cardiac stimulation than isometric handgrip or
cold pressor (46-48) and a predictable response in terms of
ejection fraction. Thus it 1is well accepted that failure to
increase ejection fraction by 5% during exercise is a good
predictor of coronary artery disease. Furthermore Iskandrian and
associates suggest that irrespective of resting ejection fraction
an abnormal exercise response predicts reversible ischaemia. (49)
The same cannot be said for isometric handgrip and cold pressor
stress tests. While some authors have reported a fall in
ejection fraction to be a sensitive indicator of coronary artery
disease, (50,51) others have shown a fall in normal as well as

abnormal individuals.(48,52) In previous work from the Victoria
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Infirmary the use of change in ejection fraction with isometric
handgrip or cold pressor failed to separate "normal" individuals
from patients with ischaemic heart disease.(53) Both methods
produced falls in ejection fraction in normals, though this was
significant only for cold pressor (3.3% fall with isometric
handgrip and 5.8% with cold pressor). The corresponding falls
for a group of patients with coronary artery disease but normal
resting ejection fractions were 5% and 8.6% respectively.

Though they are perhaps poor diagnostic techniques they have
nonetheless value for follow up of patients with known coronary
artery disease. Thus in this laboratory resting ejection
fraction in normals was found to have a coefficient of variance of
5% and correlation coefficient of 85%. Using these figures a
spontaneous variability for individuals in resting ejection
fraction of 12% was calculated. The mean ejection fraction on
two occasions differed by 1.2 + 6.16%. In patients with coronary
disease ejection fraction response to isometric handgrip and cold
pressor was found to have acceptable reproducibility with no
significant difference in mean response and coefficients of
variance of 10% and 9% respectively. (53)

Perhaps the difficulty in using these techniques for follow
up lies in the interpretation of the results. With regard to
exercise radionuclide angiography where the normal response is a
rise in ejection fraction, then a group of patients whose ejection
fraction falls pre intervention and either rises or falls by less

post intervention, can be said to have "improved" their ejection

fraction response to exercise. This has been reported following
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angioplasty, (54,55) coronary grafting (56-58) and indeed exercise
training. (59-62) Where the response in normal individuals
includes a fall in ejection fraction as it does for isometric
handgrip and cold pressor, then it is less easy to interpret the
results of intervention. The real fault lies perhaps in our
understanding of the mechanism of action of isometric handgrip and
cold pressor. These doubts not withstanding, resting ejection
fraction was considered a clear choice for this study and it was
hoped that the ejection fraction results from cold pressor might

help in the final analysis of the mechanisms of changes in

myocardial perfusion and function after training. Isometric
handgrip was not used. While the assessment of other global
parameters, particularly those concerning diastolic function,

might be valuable since diastolic function, even at rest, has been
shown to be impaired in the presence of coronary artery disease
(63) and to improve after intervention, (64) there were doubts
whether the parameters of left ventricular function measured would
be useful in light of the limited count data available.
Nonetheless taken as a whole the various parameters do describe
the 1left wventricular function curve morphology. It might be
useful to see whether there was any significant change in curve
shape in association with global ejection fraction changes.

More important than the above measurements however is the
assessment of regional myocardial function for it is here that one
would hope to detect changes due to improved myocardial
perfusion. In this respect the stress techniques chosen are

particular relevant. The analysis of regional wall motion in
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exercise radionuclide angiography adds little to the sensitivity
and it is reported that only 50% of patients have exercise induced
wall motion defects by this technique. (65) Reports of wall
motion abnormalities for isometric handgrip and cold pressor are
of similar proportions.(66) However computer assessment and
measurement of regional ejection fraction can improve on these
figures to the extent that Bodenheimer and his colleagues report
86% sensitivity for the detection of coronary artery disease when
used with first pass studies. (67) Since first pass studies allow
RAO and LAO views to be taken then the incidence of abnormality
detected by gated studies may not be so high. However since they
do acquire and average much larger numbers of beats then they are
likely to be more reproducible. It is reasonable to expect
therefore that gated technetium angiography in the LAQ view in
conjunction with cold pressor or isometric handgrip would provide
the best technique for a study of this nature. Cold pressor has
the further advantage of being independent of physical exercise
and perhaps therefore divorced from the effect of training on the
muscles. Although regional ejection fraction has been reported
to be superior to regional wall motion, an analysis of wall motion
by a semi-quantitative technique was also carried out in order
that this might be compared to the results of exercise

echocardiography by the technique now outlined below.

Exercise echocardiography

Compared with the nuclear techniques described above,

exercise echocardiography remains experimental. It does however
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have theoretical advantages over the nuclear techniques which
suggested that it might be useful in this study. As previously
mentioned the practicalities of our nuclear cardiology laboratory
and gamma camera prevent the use of exercise stress with gated
technetium bloodpool angiography. Our echocardiographs however
are carried out using a Hewlett Packard 2-dimensional scanner
which is portable and can be accommodated beside a motor driven
treadmill. In those laboratories which can carry out exercise
technetium bloodpool angiography one of the major limitations has
been patient movement. The acquisition of a gated equilibrium
scan requires that the heart remains in the same position relative
to the camera throughout the period of acquisition. while this
is easily accomplished at rest, it is extremely difficult on
exercise. Devices have therefore been created which require the
patient to hold handgrips on the camera or to be strapped to the
table to minimise chest movement. Supine bicycle ergometry has
been found to be better than treadmill exercise in this respect,
but in both cases there is inevitable movement artefact which
diminishes the reproducibility of exercise studies even with
respect to global function. When one considers regional left
ventricular function clearly the errors introduced by patient
movement make the detection of regional abnormalities at best
inaccurate. To use such a technique to monitor changes in these
areas over time would be fraught with problems. Echocardiography
uses single beat analysis and whether carried out visually or by
computer uses landmarks within the left ventricle itself rather

than externally fixed landmarks and in this respect is not
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dependent on patient movement. Patient movement is however
essentially as difficult a problem in other respects. Firstly it
may be impossible to position the transducer during exercise to
allow recording of an image of sufficient quality to analyse and
secondly the view obtained may vary in position from that obtained
pre exercise. Indeed the view obtained in some cases may vary
from beat to beat or during beat. Again mechanical devices have
been designed to fix the transducer to the patient's chest in an
attempt to overcome these problems. Despite this, early
2-dimensional scanners produce scans suitable for analysis in
about 70% of individuals only. (68-70)

Limacher in 1983 published details of his methods of post
exercise echocardiography where scans were recorded pre and post
treadmill exercise.(71) This removed the artefact associated
with exercise leaving only the problems of tachypnoea and
tachycardia with which to contend. He found that apical views
could be obtained in 86% of patients after exercise and
parasternal views in 83% He measured ejection fraction pre and
post exercise and wall motion using a semi quantitative scoring
system. The results of this technique for the detection of the
range of severity of coronary artery disease compared favourably
with that of change in ejection fraction on exercise by
radionuclide ventriculography. He found that exercise induced
abnormalities in wall motion were present in most cases for
several minutes after exercise.

In order to use this technique as a follow up tool, the above

method would be most appropriate in that it would allow the
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patients to be positioned in a similar way for repeat scans. A
couch was therefore positioned next to the treadmill and
immediately exercise stopped the patient 1lay on the couch in a
semi prone position 1lying on his 1left side with a 45° wedge
cushion under the right side. His left arm was raised with the
hand behind his head to "open up" the intercostal spaces. The
apex beat was located and apical four chamber and apical two
chamber or apical 1long axis views were recorded. The use of
these views and identical positioning meant that the views were as
reproducible one year apart as was practically possible. In most
cases recognition of the apex beat was facilitated after exercise.
In all cases scans were recorded within a time limit of five
minutes after cessation of exercise.

Having acquired these scans it was important to identify
which data were going to be most useful. In this respect there
were two factors which most influenced the decision and indicated
the complementary roles of exercise echocardiography and gated
technetium bloodpool angiography. As previously mentioned, in
this 1laboratory it has been found that ejection fraction analysis
using cold pressor stress 1is a relatively insensitive technique
for detection but a good tool for follow up of patients with
coronary artery disease. Initial experience with exercise
echocardiography demonstrated a number of factors which suggested
that despite Limacher's success in identifying coronary artery
disease using 2-dimensional echocardiography, and despite the
advantages of using exercise rather than cold pressor stress, this

technique could not be used with confidence in this study to
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follow up changes in ejection fraction. Firstly, unlike
technetium angiography, 2-dimensional echocardiography is by
definition 2-dimensional. Since myocardial ischaemia is a local

phenomenon the measured ejection fraction is very dependent on the
view chosen. Minor changes in that view may therefore produce
alterations in measured ejection fraction. Despite attempts to
standardise the technique it was not possible to produce
comparable results in individuals scanned on consecutive weeks,
particularly in terms of absolute figures. The above problem is
compounded by the fact that analysis of ejection fraction by
2-dimensional echocardiography is on the basis of a single beat.
It is necessary to average the results of several beats to produce
a figure. On doing so it is clear the problems related to the
above exaggerate the normal beat to beat variability in ejection
fraction. The final, and perhaps most important factor, is that
the method used measures ejection fraction during a recovery
period when it will inevitably be changing both as a result of
change in physical activity and as a result of recovery of
myocardial ischaemia. The former would be tending to reduce
ejection fraction while the latter would increase it. The normal
tendency for ejection fraction to rise on exercise is blunted in
the patient with ischaemic heart disease by local myocardial
dysfunction. During recovery the ejection fraction may rise if
myocardial ischaemia reverses first, fall if myocardial ischaemic
is prolonged after recovery from exercise, or remain unchanged if
the two factors reverse at the same rate. Exercise training is

associated with more rapid recovery in the post exercise period.
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Heart rate and ejection fraction fall more rapidly. If exercise
training were to produce an improvement in myocardial ischaemia
and hence an improved ejection fraction response to exercise then
this benefit may well be missed as a result of more rapid recovery
of a resting state.

Adding the above deficiencies together with the difficulties
in obtaining technically good "echos" in a population of middle
aged overweight men with ischaemic heart disease, it was evident
that for the purposes of this study ejection fraction analysis
using exercise echocardingaphy would not be reproducible and
would be of little value. It was therefore not assessed further.

The disadvantages of echocardiography with respect to
ejection fraction measurement are however advantages when one
considers wall motion analysis. As described in the previous
section, wall motion analysis was carried out on the LAQO view
using technetium angiography. Neither the edge detection method
nor the regional ejection fraction method is however a true
assessment of wall motion. Both imply wall motion by change in
blood isotope activity. Echocardiography on the other hand
demonstrates the left ventricular wall and since it is
2-dimensional can be angled to demonstrate different areas of the
left wventricle. As shown in other studies wall motion defects
produced on exercise persist for several minutes after recovery
allowing time to demonstrate them.(71) It was therefore decided
to use exercise echocardiography solely to measure resting and
exercise induced abnormalities in the wall motion.

Abnormalities in wall motion may be measured quantitatively
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or semi quantitatively. In the former method the images are
frozen in end diastole and end systole, contours are drawn round
the endocardium and a computer programme used to measure segmental
change in internal radius. To be accurate it is important that
the end diastolic and end systolic views are through the same
plane. This 1is achieved best by asking the patient to stop
breathing after a normal breath out. While this is relatively
easy at rest, it 1is difficult to achieve immediately post
exercise. Furthermore recognition of endocardium after exercise
can be difficult. Attempts to analyse the scans using a
commercially available software package demonstrated these
difficulties and it was therefore decided that the semi
qguantitative method be used. The scans were recorded on video
tape and played back with the aid of slow motion and frame by
frame. The left ventricle was divided into five segments on each
view and scored 0 - 4 as shown in Figure 10. The advantage of
this technique is that it makes best use of the ability of
2-dimensional echocardiography to show continuous movement of the
left ventricglar walls throughout the cardiac cycle demonstrating
areas of delayed wall motion not seen on methods employing end
diastolic and end systolic frames only.

Of all the methods used in this study, this one potentially
has the most significant observer error input. It was therefore
necessary to assess inter and intra observer error during the
study. The scans were analysed by two observers, one of whom was
blinded to the identity of the patients and to which group they

belonged. Pre and post intervention scans were processed in
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random order and in the first instance as individual scans.
Pairs of scans were subsequently assessed in random order to
directly assess any one year interval difference. where the two
observers differed in their assessment, scans were viewed by both
observers together and if a consensus was not reached then a third
observer was sought. Details of the assessment of intra and
inter observer error are contained in the appropriate results
section.

Ambulatory ECG Monitoring

The preceding investigative techniques provide a
comprehensive study of myocardial perfusion and function in the
laboratory setting. It is becoming increasingly apparent however
that the assessment of ischaemic heart disease is incomplete
without some measure of ischaemic activity outside the controlled
environment of the exercise laboratory. The development of
frequency modulated ambulatory ECG records now allows accurate
monitoring of ST segment changes and has revealed information
which makes such monitoring more vital, not only in the assessment
of the disease, but also in the assessment of therapy.

Several authors have shown that angina pectoris accounts for
only one quarter to one third of ischaemic episodes, the majority
being unassociated with pain.(72-76) Such "silent" episodes may
relate to alterations in the pain threshold or to other, as yet,
unidentified factors. Whatever the aetiology they have the same
characteristics as painful episodes and as such may well have the
same clinical significance.(74,75) It has also been shown that

the majority of episodes of ischaemia on Holter monitoring,
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whether associated with angina or silent, are not secondary to
increase in myocardial oxygen demand. (73-76) As such it is
probable that they are secondary to alterations in myocardial
oxygen supply. These facts raise therefore two important aspects
of any therapy which ambulatory monitoring alone can address: the
effect on silent ischaemia and the effect on ischaemia due to
reduction in myocardial oxygen supply.

These areas have particular relevance to the question of the
anti anginal efficacy of exercise training. As discussed in the
introduction, the proven efficacy of exercise training relates to
its effect on exercise induced increases in heart rate. This
remains the only unequivocal effect of exercise training. If the
majority of episodes of angina are not exercise induced then what
effect can training have on these episodes? This question has
not been addressed previously and will be covered in this study.
Patients on training programmes report less angina and some become
asymptomatic. Does this mean that they have fewer ischaemic
episodes or have we merely changed then from painful to silent by
raising their pain threshold for example by increasing endogenous
opiate production? Answering these questions may reveal
something not only of the effects of exercise but also of the
nature of ischaemic episodes.

In this study Holter monitoring was carried out using the
Oxford Medilog 4000 (MARS) ambulatory ECG recorder. This
frequency modulated recorder has a frequency response of 0.05 - 40
hertz and a signal to noise ration of better than 30 decibels.

The recorder processes each complex in real time and stores the
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information on cassette tape. The information is later retrieved
by playing the cassette through the Oxford Medilog MARS replay
system. To ensure optimum quality, recorder heads were cleaned
before each use and new batteries were used for each recording.
Cassette tapes were demagnetised before use. Skin preparation is
essential to the recording of accurate ST segment information.
The chest was therefore shaved if necessary and the area of skin
prepared by rubbing with an abrasive paste to remove the stratum
corneum. Electrodes were then applied to the chest over bony
sites as shown in Figure 11. This produced a recording of leads
CM5 and a modified lead 2. An impedance meter was used to ensure
the resistance between electrodes was less than 5 k ohms. The
leads were then attached to the patient with surgical tape
incorporating stress loops to reduce artefact due to 1lead
movement . The whole electrode system was further fixed using an
elastic vest and the recorder worn in a pouch on a waist belt. A
1 mv calibration signal was fed into the recorder and ECG signal
recorded on a conventional ECG machine to ensure adequate quality
before commencing the recording. Two other channels on the
recorder recorded a quartz time signal and a flutter compensation
signal during the 24 hours.

The patients were instructed to wear the recorder during a
"normal" day in mid week avoiding any period of activity which was
outwith the wusual routine. Those patients randomised to the
exercise group were instructed to ensure that they carried out
their exercises on one occasion at least during the 24 hours.

In addition to ST segment analysis, data were collected on
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minimum, mean and maximum heart rates and on arrhythmias. The
definition of these and the details of tape analysis are contained

in the results section.
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STATISTICS

Statistical advice was obtained from a medical statistician
at the outset of these studies. It was considered impractical
and indeed unnecessary to attempt to correlate the results of one
method of investigation with another. The authors view that each
technique should be studied alone and then used to add to the
overall consideration of the hypothesis was felt to be appropriate
for a small study of this nature.

By chosing to carry out the tests on only two occasions,
before and after intervention, the statistics were greatly
simplified. Where data were found to be normally distributed, or
could be made to fit a normal distribution by transformation, a
Students 't' test was used. A paired 't' test was used for
intragroup analysis and an unpaired 't' test for intergroup
analysis. The corresponding tests for non-normal data were a
Wilcoxan signed rank test and a Mann Whitney 'U' test.

There was considerable discussion over the need to use the
Bonferroni correction for multiple comparisons. It was felt that
in most instances the parameters were not randomly chosen but
selected to study different effects of training and therefore

Bonferroni was neither necessary nor appropriate. In a few
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instances such as the measurement of stage 1 and 2 heart rate in
the exercise tolerance data however Bonferroni should be used if

there were a discrepancy between the results of these two

parameters. For wall motion data, one might expect to find
changes confined to certain regions. The use of the Bonferroni
correction for such results would serve only to mask them. Since

the possibility of disparate regional results is acknowledged from
the outset, the use of the Bonferroni correction was not
necessary. One must nonetheless acknowledge the possibility of
spurious results in such instances and this has been done where
required.

Other statistical tests have been used in individual studies
and these are discussed in the appropriate subsections of section

2
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In this section the results of the investigations described
in the previous section will be considered in the order in which
they were described in that section. A general consideration of
the clinical outcome of the study covering patient performance and
symptomatic improvement in addition to specific clinical events
will be dealt with in section IV as part of the general discussion
of the study. Although the same study group is involved
throughout the investigations covered in this section, each of
those investigations will be dealt with separately in its own sub
section, the whole being considered in more detail also in section
Iv. The description of each sub section will consist of a brief
summary of the method detailed previously, the results obtained
using that method and a discussion of the interpretation of those
results with appropriate references. It is the aim of this
section to deal with the investigations in a manner which provides
a step-wise answer to the central question regarding the effect of
exercise training on the hearts of individuals with angina

pectoris.
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THE EFFECT OF EXERCISE TRAINING ON TREADMILL PERFORMANCE

Methods

The technique of treadmill exercise tolerance testing has
been described in detail already. All patients underwent a
familiarisation treadmill test prior to measurement of treadmill
values which were obtained between 9.00 a.m. and 10.00 a.m. after
12 hours fasting and 24 hours after the last dose of plain
nifedipine or isosorbide dinitrate. The treadmill protocol
produced a linear increase in workload and heart rate, the rate of
change of each being 1 MET and 4 to 5 beats per stage
respectively. This allowed accurate measurement of end points.
The parameters measured fall into three groups:
a) those which measure degree of fitness
b) those which measure disease severity

c) those which measure the combined effect of a) and b).

a) Parameters of physical fitness: These consist of resting and
sub maximal heart rates. An improvement in physical fitness is
manifest by a fall in resting heart rate and a fall in heart rate
at a given level of exercise. Conversely a deterioration in
fitness e.g. due to prolonged bed rest, leads to a rise in resting
and sub maximal heart rates. All patients were able to exercise
at least to stage II of the treadmill protocol on both
occasions. The parameters of resting, stage I and stage II heart
rates are therefore used for intra and inter group comparisons.

b) Parameters of disease severity: In patients with angina
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pectoris ischaemia occurs when myocardial oxygen demand exceeds
the ability of the stenosed coronary artery to supply that demand.
Myocardial oxygen demand measured at the end of an exercise
tolerance test 1is therefore equivalent to maximal myocardial
oxygen supply. The maximum treadmill heart rate and double
product of maximum heart rate x systolic blood pressure can be
used as measures of myocardial oxygen demand and hence maximum
myocardial oxygen supply at peak exercise.(77-79) Myocardial
oxygen demand measured in this way has been shown to be a
reproducible end point in stable angina pectoris. (80-82) Since
the exercise test is symptom limited however, one requires, in
addition, a more objective measurement of disease severity. The
degree of ST depression is believed to reflect the severity of
underlying ischaemia. In addition to measuring maximum heart
rate and double product therefore, maximum ST depression is also
assessed. Finally these two types of measurement can be combined
in the double product/ST threshold which is the double product at
which 1 mm of ST depression is first recorded. These four
parameters of disease severity are therefore measured.

c) Combined parameters: Physical fitness and disease severity
combine to produce the two most basic treadmill parameters of
treadmill time and treadmill workload. Both improvements in

fitness and disease severity will increase these parameters.

Statistical Analysis

A Student's 't' test (two-tailed) was used to compare

baseline data for training and control groups. Where data did
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not conform to a normal distribution or where variances differed
by an 'F' test, the data were transformed to logarithms to allow
the use of the Student's 't' test. In such cases the log results
are given 1in addition to the actual results. Intragroup
comparisons of baseline and one year data were made using a paired
't! test (two-tailed), again with log transformation where
necessary. For this data the 95% confidence intervals for the
difference between the means is also given where differences were
statistically different.

Interval change was also measured for all data in both groups.
Intergroup comparison of this data was made using a Mann Whitney
'U' test since three sets of interval data could not be normalised
and the variances between groups differed significantly for five
of the ten parameters. For those parameters where baseline data
for the exercise group differed substantially from that of the
control group, a scatter plot of initial measurements against
interval change was made. Linear regression analysis was carried
out to check for a correlation between interval change and
baseline measurements. In no case was such a correlation
found. The above statistical comparisons of interval change were

therefore deemed valid.
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Results

Randomisation produced groups where baseline measurements
differed statistically in only one respect. The mean maximum ST
depression for the control group (1.5 + 0.8 mm) was significantly
less than that for the exercise group (1.9 + 0.9 mm). However,
as shown in Table 2 other parameters did show quite large
variations which were nevertheless not statistically significant.

Most notable among these differences is the time to 1 mm ST
depression, that for the controls being double the result for the
exercise group. The overall trend was for the exercise group to
be 1less fit as measured by resting and sub maximal heart rate and
to have more severe disease as measured by maximum heart rate and
double product, maximum ST depression and double product ST
threshold. As a result the combined parameters of performance
showed a trend for poorer performance among the exercise group at
the outset. These trends are most important when one considers
the extent of change after training since one might postulate that
irrespective of training effect the extent of change might be
proportional to the severity of abnormality at the outset. It
was important therefore to examine this relationship. The graph
of time to 1 mm ST depression against change in time to 1 mm ST
depression is shown in Figure 12. For this and all other
parameters as mentioned in the statistical analysis section, no
linear relationship was found.

Table 3 shows the comparison of measured variables before and
after training. Resting and sub maximal heart rates were lower

after training, although the fall in resting heart rate just
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failed to achieve statistical significance. Figure 13 shows an
extended graph of heart rate against workload before and after
training showing that the relationship is linear and a reduction
in heart rate is maintained at higher workloads.

Maximum heart rate increased by ten beats per minute with a
corresponding rise in maximum double product which nonetheless
failed to reach statistical significance. While the individual
increases in maximum heart rate were in most cases modest, the
graph of individual results in Figure 14 shows that some patients
achieved large increases. Despite the overall increase in
maximum heart rate, this was associated with a decrease in maximum
ST depression from 1.9 + 0.9 mm to 1.6 + 1.2 mm. There was a
trend towards improvement in the double product/ST threshold which
failed however to reach statistical significance.

Combining the above parameters produced highly significant
increases in time to 1 mm ST depression (374 + 369 seconds to 881
+ 668 seconds), treadmill time (741 + 356 seconds to 1272 + 514

seconds) and treadmill workload (6.3 + 1.9 METS to 9.5 2.9

|+

METS) .

Over the one year period the control group showed consistent
results with respect to all parameters. There were no
significant changes in any of the measured variables (Table 4).

Intergroup comparison of the one year interval change data
confirmed that in all parameters, the results for the training
group were better than those for controls. (Table 5)

With respect to resting and sub maximal heart rates, the

difference between the groups reached statistical significance



78

Exercise group

180

E
Q
o
e
-~
®
o
=

e I N B e e e e e e

O 2 4 6 8 10 12 14

Treadmill workload (METS)
Figure 13  Graph of heart rate against treadmill workload
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Number at each point refers to number of patients who
achieved that workload
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only for stage I heart rate, the resting heart rate change being
small, while the sub maximal heart rate change was partially
offset by improvement in the control group.

For the parameters of disease severity the differences both
for maximum heart rate and double product were significant at the
2% level. The changes in ST depression were not significantly
different again due a slight improvement in controls. However,
whereas the improvement in double product ST threshold in the
exercise group failed to reach statistical significance by paired
8 o test, the interval change data do show a significant
difference between the groups at the 2% level.

As before the combined parameters again show a highly
significant difference in all three when interval change data are

studied.

Discussion

The common factor in all training schedules leading to
improved exercise tolerance is the reduction in sub maximal heart
rate. It has 1long been recognised that the origin of this
reduction 1is peripheral and not cardiac. Figure 15 shows the
control mechanism which is responsible for those changes. The
cardiovascular control area in the mid brain modulates heart rate
via wvagal and sympathetic efferents. Among the afferents to this
control area are fibres originating in stretch receptors in
skeletal muscle. Use of these muscles leads to a reflex rise in
heart rate. The more work the muscle has to do the greater the

rise in heart rate. A trained muscle will respond with a smaller
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incremental rise. It is clear also from this description that
the training effect is muscle specific i.e. training of leg
muscles only will have no effect on the heart rate response to arm
exercise. (83) Early work suggested that minimum durations of
exercise were necessary in order to achieve such reductions in
heart rate, (84,85) and the guidelines for exercise training were
established. (86,87) As a result the norm for programmes has been
three sessions per week of 35 minutes minimum duration at 70% of
maximum heart rate. This programme chose a more practical regime
of 11 minutes of exercise each day. In addition supervision was
kept to a minimum. It was important therefore that it should be
shown to be effective in lowering sub maximal heart rate. The
reduction in stage I and stage II heart rate of 13 beats per
minute is comparable to that achieved by other programmes. Using
gymnasium exercise to 60 to 70% of maximum heart rate for five
hour 1long sessions per week Nolewajka et al reported a reduction
in sub maximal heart rate of 14 beats per minute after seven
months. (88) The same degree of reduction was found by Ehsani et
al (89) wusing jogging and bicycle ergometry for similar periods
each week up to 80 to 90% of VO2 max over a one year period.
Such changes may be demonstrated by periods of training as short
as six weeks.

While it is clear that the reduction in sub maximal heart
rate, which is of peripheral origin, is the major factor
responsible for the improvement both in symptoms and in exercise
tolerance, it 1is those parameters which reflect disease severity

which we must look at more closely if we are to consider changes
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in myocardial perfusion. As mentioned earlier maximal treadmill
heart rate or the double product of heart rate times systolic
blood ©pressure is proportional to maximal myocardial oxygen
consumption and for patients with angina pectoris has been shown
to be reproducible. An improvement in these parameters would
imply a greater maximal myocardial oxygen consumption and
therefore an increase in myocardial oxygen supply provided there
is no reduction in wall tension or contractility since these
parameters also effect myocardial oxygen consumption. Endurance
training causes left ventricular dilatation and this would tend if
anything to increase wall tension. Evidence from other studies
would also suggest that contractility on maximal exercise is
likely to be increased or unchanged. (90-91) Do we therefore have
evidence for a greater degree of maximum myocardial oxygen
consumption? This study has shown a statistically significant
rise in maximum heart rate of 10 beats per minute, but although
double product increased by 11.4% after training this failed to
reach statistical significance due to a lack of rise in maximum
blood pressure. while the intergroup comparison of maximum
double product did show a significant difference between the
groups it 1is nonetheless disappointing that we have failed to
demonstrate a greater rise in maximum double product.

One of the earliest studies to show a rise in maximum heart
rate and triple product (heart rate x systolic pressure x ejection
time) was reported by Redwood et al in 1972.(92) After only six
weeks training they were able to show a 13.4% increase in triple

product. It 1is interesting to note that all patients in the
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study had angina and that exercise training was carried out at an
intensity sufficient to produce angina, a theme central to the
studies in this thesis. Redwood suggested that the increase in
myocardial oxygen consumption may have three alternative
explanations. It may indeed indicate improved myocardial
perfusion. Alternatively alterations in the haemoglobin oxygen
dissociation curve may allow a greater release of oxygen to the
myocardium. The third possibility was that trained individuals
might have a higher pain threshold. He noted that only three of
seven patients had ST depression on exercise testing and none of
the three increased triple product.

With the exception of Sim in 1974 (93) the majority of studies
carried out 1in the next decade showed no improvement in maximum
heart rate or double product.(88,94,95) It is tempting to
suggest that this failure is related to the trend towards lower
levels of exercise according to the guidelines outlined earlier.
Certainly it was the aim of the studies throughout this period to
keep exercise below the ischaemic threshold. During the last
decade however, a number of authors have again reported an
increase in maximum heart rate and double product. (27,59,61,62,
89,96,97)

While most of these studies have concentrated on the
assessment of left ventricular function or perfusion, some have
considered other ECG criteria of disease severity. In this
study, the maximum ST depression decreased from 1.9 + 0.9 mm to
1.6 + 1.2 mm, despite an 11.4% increase in maximum double

product. Ehsani et al (89) reported very similar figures in a
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small group of patients on a one year high intensity programme.
Such a reduction in ST depression makes it wunlikely that a
decreased pain threshold was responsible for the modest
improvement in maximum heart rate shown here. However perhaps a
more objective measurement is to look at the double product ST
threshold. The double product/ST threshold is the double product
at which 1 mm of ST depression occurs. The intra group
comparison shows a 12.6% improvement in this parameter in the
training group with a 7.5% deterioration among the controls. As
with maximum double product, neither of these changes achieves
statistical significance, although the intergroup comparison of
interval change is significant. It would appear that there is
some benefit in participation in this exercise training programme
in terms of parameters of disease severity but the changes were
small and the reason for them is unclear.

Raffo et al (27) and Winter et al (96) have studied patients
on the Canadian Airforce PBX schedule in Leeds. The initial
paper reported a six month study of 12 patients on the programme
and 12 controls, while the second study looked at longer periods
of training in nine of the original 12 in addition to a further
eight patients. They did not measure symptom limited exercise
tolerance but did report improvements in the heart rate/ST
threshold and double product/ST threshold. Improvements in these
parameters were found among the training group with deteriorations
among the controls. This of course was the trend shown in this
study. Both studies from Leeds and Ehsani's study used exercise

of relatively high intensity in patients with ischaemic ST
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depression and angina pectoris. The conclusions of both groups
are similar. The finding of less ST depression at the same or
greater cardiac workload implies better myocardial oxygenation,
either secondary to improved perfusion or to biochemical changes
allowing greater release of oxygen to the myocardium or more
efficient usage of available oxygen.

The combination of improvement in fitness, in addition to
improvement in the parameters of disease severity results in
increases 1in exercise tolerance which are highly significant. An
increase in time to 1 mm ST depression and treadmill time of 8 - 9
minutes represents a large improvement in exercise tolerance. An
improvement in treadmill workload from 6.3 to 9.5 METS as shown by
the training group has important implications in terms of patient
activity. Table 6 shows activities estimated to be in the 5 - 7
METS and 9 + METS range.(98) It is therefore not surprising that
patients on the exercise programme reported marked improvements in
physical work capacity and in many cases a lack of exercise
induced angina.

In summary therefore the exercise tolerance data has shown
that a training effect can be obtained wusing this programme.
This effect as in other studies is due mainly to peripheral
adaptations which lead to a reduction in the chronotropic response
to sub maximal exercise. It would appear that any improvement in
maximal myocardial oxygen consumption is small. There is
insufficient evidence here to support the hypothesis of improved
myocardial perfusion, but equally the results do not exclude the

possibility. It is conceivable that the treadmill parameters of



89

T

Burdun adoy |

(LLby domas |

dn Jo ydw g|<) a|okoig |
(ydw g<) Buruuny |

(ydw 2|) Bur|oforg |

1 I 1
| (ar 91) utw/oL Burpieroys | |
_ zo.._m?mﬁm:_,:oﬁm_ _me_oi_
_

LLegI@yseq snoJobLp _ (AoLnb) surezs Buiqui|) _ uLw/By/|w gg< _
SLLLY Jor0 Butunoy 1yg | Jaunoge| Anesy |  (sqL 06<) S3oefqo BuiAuue) | S13W 6< |
ysenbs ‘| eqpuey | yoel uaquny | suatesdn speo| Burhuse) | Aneay Ausp |

_ _ _ _

_ | (saL 06-09) s309Cqo Buihuuey | _

I

_

_

_

_

_

_

_

_ soLusy3st|eo Aaeey | LLeq3004 yonoy | _ (posds | 1=y 0L-8 |
_ suLyoew BuLmoy | LLegeLpped ‘Butousy | LeAoys pue yoid |  @3euepow) sutess Burquil) |uw/6y/|w ZE-s2 |
_ (qou3s |meuo) wimg | Burqui (o utejunoy | seyoyLp BuLbbLg | buL||9roys Aneay | S13W 6L |
_ (ydw g) bop | bursouey | soeuuny Burpus) | poom Buimeg | Aneay |
_ _ _ _ _ _
| | (doLreb) Buipiu *Buryers | | (saL 09-0g) s30sCqo Burhuue | Leoy g-9 |
| (@ouss 3seauq) Buruwing | LLeqi004 ‘| |eqiayseg | SL003 O1jewnaug | (AmoLs) sareys Burqui|) |utw/By/|w t2-gL |
| (ydw gL-6) Bur|okoLg | utyoedyoeq ‘Buttys | 341p Buraaoys | Buimow ume| puey |aae7 | S13W 45 |
| (ydw G-G*p) BuryreM | Stuuey ‘uojuiwpeg |6uiLpling Bwoy Jorue3xe) Aujuadue) | uepueb ut 6uLbbLp Ase3 | ajeuspoy |
_ _ _ _ _ _
| _ (seLgnop) siuusy | Burbuey Jaded | (sqL 0E-GL) S3o9Cqo Burhusen | |
| _ (uew g) [leqhe|op | sdiedsu oany | Butjureq | |
| | Butpia yoeqesuoy | Rlquesse auryoey | (AlmoLs) saooy Buixey | e gy |
| soLuBy3ISL eo YbLT | But|teg | Aaquadaeo 3ybL7 | Buimow ume| uomod |utw/By/|w gL-| |
[(ydw g-9) Bur|okorq Laneq | (Buwyem) y109 | Butpiam 3ybLT | Guipsom ‘ssaes| Buixey | S13W S—€ |
_ (ydw y-¢) BupyieM |(suenbs 3 eroos) Buroueq | (s300Fqo 3ybLL) seAleys bupyooss | smoputm Butues| | 6L |
_ _ _ _ _ _
| sowusyastieo ybL| Ausp | (34e0) 3109 | | one BuiALag | ey ¢ |
| (soueasiseu moy Auen) | Kusyoue ‘spuet||lg |  uojeuado suess “yonuy Butatug | seystp butyseM | uiw/By/(w gL |
| a|okoLq) Aueuorjess | Bui3seo jieg |(uepuegeq ‘3ua(o auocys) Buipuess | BuLjLam “yuom ysaq | S13W € |
| (ydw 2 3@ |onay) Bubyiey | seoysesuoy ‘pueogelyynus |  (Burlquesse *|eotus|o) Butaats |  Buissaup ‘Butaeys ‘Butyse | 6L Auop |
| | | | | |
I ] I 1 I I
| Buruorzipuoy eorshyy | LeuoLjeausay _ Leuotyednaog _ awoy 4o aueo-yiag | Raobogey |
L 1 | | 1 ]

SSL1LALIOR pajoa|as JO sjuswauLlnbau Abusue ajewlxouddy

9 21qe]



90
disease severity are determined not by the overall area of
ischaemia but by that portion which is most ischaemic and which
relates presumably to the degree of stenosis in the supplying
vessel. In such circumstances one would expect a process such as
angioplasty which reduces the severity of the culprit lesion to
improve that most ischaemic region and hence those parameters of
treadmill performance which reflect disease severity.
Collateralisation within the vessel may likewise, by bypassing the
lesion, effectively increase the blood supply down the vessel and
hence should improve these parameters. Collaterals which pass
from a donor vessel into the periphery of the ischaemic region may
reduce the extent of that ischaemic region without materially
altering the most significant area at its core. In these
circumstances one would not necessarily expect to improve maximum
myocardial oxygen consumption. Drawing on the analogy of
coronary angioplasty again, in circumstances where two similar
significant lesions exist, successful angioplasty to one lesion
may reduce the area of ischaemia on exercise but if it is the
other lesion which is the "culprit" lesion then treadmill
performance may not be significantly altered despite a reduction
in the area of ischaemia. Considering the wide variation in
change in maximum heart rate in the exercise group shown in Figure
14 it 1is therefore possible that those patients who have shown a
large increase in maximum heart rate have produced collaterals
within the most severely diseased vessel and have to some extent
bypassed the "culprit" lesion. The majority of patients have not

produced such large improvements yet it is possible that they will
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have reduced the extent of their ischaemic area by intervessel
collateralisation. Clearly an assessment of changes in

myocardial perfusion may yet hold the key to this question.
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THE EFFECT OF EXERCISE TRAINING ON MYOCARDIAL PERFUSION

Methods

The technique of Thallium 201 scintigraphy has already been
described in section II. In addition the further development of
a computer assisted method of circumferential profile analysis has
also been described. This programme generates a range of data
and it was necessary to evaluate firstly which data were suitable
for use in this study and secondly how to use such data. The two
curves of immediate interest were the initial or stress profile
and the washout profile. The BBC microcomputer programme which
generates these curves superimposes them on a curve representing
two standard deviations below the mean for a group of individuals
with low probability of coronary disease. Each of the three
views 1is subdivided into the outflow tract area and three regions
of myocardium. A figure representing the number of degrees in
each region for which the patient's curve falls below the normal
curve 1is printed for stress and washout curves. The number of
abnormal regions is also given. Since there are very few areas
of operator input to this analysis programme and all scans were
analysed by the author it was reasonable to expect that
reproducibility of analysis would be high. However ten scans

were analysed on two separate occasions by the author to confirm

this wview. For the stress curves the number of degrees of
abnormality was found to be highly reproducible. The programme
generates points at 6° intervals round the circumference. For

five of the ten patients repeat analysis produced identical

results. Four of the ten patients showed a difference of 6°
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between the two analyses, confined to either one or two views.
One patient only produced a 12° difference on one view. This
patient had a large defect of some 192° in the view in question.
In addition the curves on each occasion were of similar shape.

The washout curves however were found to vary considerably when

analysed on two occasions. Differences of 30 - 40° were commonly
found. This was most probably related to variations in
background subtraction. Each scan is background subtracted

automatically after the observer uses a light pen to draw a region
of interest around the heart. The amount of background
subtracted may vary according to the position of this region of
interest, in particular how close it is to the myocardium.
Since each stress curve is drawn relative to its maximum rather
than as absolute counts, then variability in extent of background
subtraction has 1little effect on that curve. However the three
hour curve 1is expressed as a percentage of the stress curve
maximum also. If the areas of interest for stress and three hour
curves are drawn identically on two separate occasions resulting
in an equivalent amount of background subtraction on each curve,
then the three hour curve will be reproducible. If however more
or less background subtraction is carried out on either one or
both of the stress and three hour curves, then the three hour
curve will wvary. Since washout is calculated by subtracting the
three hour values from the stress wvalues and expressing this
difference as a percentage of stress values then the washout will
also vary.

In addition eight patients underwent repeat Thallium
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scintigraphy on two occasions, one month apart. In six of those
cases, stress profiles were strikingly similar on two occasions an
example being shown in Figure 16. Two patients however showed
distinct changes in certain regions of the scans, while the rest
of the scan showed 1little difference. This was interpreted as
representing genuine day to day variation in regions of ischaemia,
perhaps related to dynamic changes in stenoses of various
vessels. Such a finding is shown in Figure 17. This finding
limits the wvalue of Thallium scintigraphy for the sequential
analysis of individual patients and furthermore stresses the
importance of having a control group with which to compare group
changes. Regional washout analysis in this group of patients
showed marked wvariability between the two occasions. Since
washout has been shown to be affected by numerous factors
(42,97,100) 1including heart rate, myocardial uptake relative to
uptake in other organs, activity prior to and timing of the three
hour scan and blood glucose and since it is affected by analysis
method as described above, this finding is not surprising.

For the purposes of this study however, only the stress curve
was used. While it has been shown that areas of myocardium
supplied by diseased vessels may have normal stress values with
low washout, these generally represent less severe stenosis and
the washout curve is most useful in patients with totally normal
stress curves but abnormal washout due to balanced triple vessel
disease. All the patients in this study had abnormalities of
stress curves. Analyses of these areas therefore represented

analysis of the areas of more significant ischaemia. Furthermore
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since no patient had sustained prior myocardial infarction, these
areas represent reversible ischaemia. Bearing in mind the
hypothesis central to these studies i.e. that exercise induces
ischaemia and that this in turn leads to improved collateral
function, then these areas are precisely the ones which should be
studied.

There are potentially two ways in which improvements in
ischaemia may occur. There may be a reduction either in the
extent of ischaemia, as measured by degrees of abnormality, or in
the severity of ischaemia which may be related to either the depth
of the defect or overall area of abnormality. In addition
therefore to measuring the number of degrees by which the
patient's curve fell below the "normal" curve the integrated area
of that defect (Figure 18) was also calculated by subtracting the
patient's curve area for the abnormal region from the normal curve
area for that region. There are two ways in which the repeat
Thallium study at one year could be carried out. Either the
patient is exercised to the same heart rate on the second occasion
as on the first (if possible) or the patient exercises maximally
on both occasions irrespective of heart rate. Since adequate
Thallium scanning relies on maximal exercise, the latter method
was chosen. However since other authors have used the
alternative method, those patients who exercised on the second
occasion to a double product greater than 110% of the initial
level were retested on a subsequent occasion to a level equivalent
to that on their first test. It was found however that this

produced in many cases a stress curve which bore 1little
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relationship to the original curve. 1In particular the point of
maximal value was often entirely different making comparison of
the curves impossible. Figures 19, 20 and 21 show three curves
obtained in this way illustrating this finding. It seems
therefore that the initial method used of maximal exercise is the
most appropriate one for further analysis of degree and area of
abnormality. In view of the variation in maximum double product
and the possibility that the depth of abnormality might be
constant for a given individual at onset of pain and therefore
unchanged in a study to maximal exercise tolerance, a third
parameter was assessed by correcting the area of abnormality by
dividing it by the percentage of maximum heart rate achieved.
This parameter is labelled the SIS score. A similar technique
has been used by other authors.(101) They did not measure the
"abnormal" area but measured the redistribution area between
independently normalised stress and three hour curves plus the
area of abnormal washout and corrected this for percentage maximum
heart rate and treadmill time. They found that this correlated
well with the extent of angiographic disease and commented that
normalisation for treadmill time was probably unnecessary.

In summary therefore this study has measured degrees of
abnormality, area of abnormality and SIS score for both groups at
one vyear intervals. The total values of these parameters are
compared looking at the intragroup changes over one year and then
by calculating interval change, comparing that parameter between
the two groups in a similar fashion to the method used for the

exercise tolerance data. Where a difference was found further
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analysis of the three views used (anterior, 45° LAO and 65° LAO)
and of the three regions within each view was carried out to
identify whether these changes occurred in specific regions of the

myocardium.

Statistical methods

For all three parameters the global data were found to conform
to a "normal" distribution. Intragroup comparison of means was
therefore made using a Student's 't' test for paired data.
Intergroup comparison of interval change data was made using an
unpaired Student's 't' test. The view and regional data was not
normally distributed. Where this was analysed the Wilcoxon signed
rank test was used for paired data. All results are expressed
as mean and standard deviation with p values and for normal data

95% conference intervals.

Results

0f the 40 patients randomised at the start of the study, 17 of
the exercise group and 16 controls were successfully studied on
two occasions. In addition one patient from each group was found
to have sustained a full thickness myocardial infarction during
the study. These two patients were not studied further since the
circumferential profiles were not comparable after infarction and
since it was intended from the outset only to study the effects of
training on reversible ischaemia. Results given therefore apply
to 16 exercise patients and 15 controls.

Table 7 1lists the results of the three parameters of global
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perfusion. The exercise group produced a 34% reduction in the
mean extent of ischaemia as measured by the degrees of
circumference involved. This was reduced from 195° initially to
128° after training, the 95% confidence limits for the difference
before and after training being 20° to 114°. The ischaemic area
was reduced by 40% after training from a mean of 2206 units to
1330 units. The standard deviations for these measurements
however were much wider and this difference, although extensive,
just failed to achieve statistical significance. when the
ischaemic area was corrected for heart rate however, the reduction
in SIS from 29.3 to 16.9 was significant at the 5% level.

The results for the control group were not significant for any
of these three parameters. The degrees of abnormality at
baseline and one year differed by 5° only from a mean of 163°
initially to 158° at one year. Such a difference represents less
than one point on a profile. The mean area of abnormality fell
from 2206 to 1792 units over the year, the SIS falling by a
similar extent from a mean of 31 to 25.4, neither fall being
significant.

Intergroup comparison of interval change data shows the
reduction in ischaemic degrees of 68° after exercise training to
be significantly better than the reduction of 5° among controls.
(Table 8) However the improvements in area and SIS are offset by

smaller improvements in these parameters in the control group.
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Table 8

Interval change Thallium Data-Means

Exercise Group Control Group | p value

Parameters Mean Stand Dev Mean Stand Dewv

DEG -68 89 -5 74 0.05
AREA -875 1937 -414 1256 NS
SIS -12.4 23.2 -5.6 15.7 NS

In view of the above global results the ischaemic degrees data
for the exercise group were further broken down to show whether
the improvements demonstrated could be ascribed to any of the
three views used or to any of the nine vascular regions. The
"view" data is presented in Table 9, while the regional data is
shown in Table 10. The anterior view was the only one to show a
significant fall in mean number of ischaemic degrees, the figures
before and after training being 72° + 59° and 30° + 35°
respectively. Though neither achieved statistical significance
the 45° LAO and 65° LAO views also shows reductions in mean number
of ischaemic degrees, the former producing a fall from a mean of
66° + 51° to 58° + 56° while the latter fared slightly better with
a fall from 58° + 61° to 40° + 43°.

The regional data demonstrated which vascular regions produced
significant improvement. The anterolateral and apical regions on

the anterior view both showed significant improvements in number
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Table 9

'View' Thallium Data

EXERCISE GROUP

Ant Ant 45° 45° 65° 65°

Patient Pre Post Pre Post Pre Post
1 78 72 42 0 114 84

2 0 0 48 72 72 78

3 84 102 114 120 12 12

4 30 0 0 84 12 12

5 6 0 96 42 0 6

6 192 42 78 30 132 84

7 96 96 102 12 96 0
8 120 0 102 102 24 126
9 30 0 42 0 6 0
10 150 0 0 12 30 0
11 0 0 48 60 12 48
12 132 12 42 42 30 18
13 0 0 186 192 132 78
14 54 12 0 24 0 0
15 102 84 120 132 54 0
16 72 66 36 0 204 90
Mean 72 30 66 58 58 40
S.D. 59 35 51 56 61 43

'p'value < 0.05 NS NS
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of ischaemic degrees, the anterolateral region falling from a mean
of 16° + 26° to 3° + 7° with the apical region showing a similar
reduction from 21° + 24° to 4° + 10°. On the 65° view the
anteroseptal region improved significantly from 35° + 34° to 6° +
21°, While no other region showed statistically significant
improvements, the apical region on the 65° view did demonstrate a
large fall from 17° + 24° to 7° + 14°. The figures for the
inferior region on the anterior view and the septal region in the
45° wview showed smaller improvements, the former decreasing from
34° + 34° to 26° + 34° while the latter decreased from 36° + 39°
to 29° + 36°. The three remaining regions showed little change
between the two occasions. The figures for the posterolateral
region were 16° + 24° before and 15° + 24° after, those for the
infero-apical region were 13° + 17° before and 13° + 20° after and

those for the inferior region on the 65° LAO view actually

increased from 27° + 30° to 29° + 33° after training.

Discussion

Before considering the above results it is perhaps useful to
place them in context by considering the few studies which have
sought to address this question previously. Thallium
scintigraphy has been used in a number of studies in recent years
to investigate the effect of exercise training on myocardial
perfusion. (60,61,97,102,103) Its use however has been hampered
by poorly developed techniques and in particular by the lack of
quantitative analysis. The first study of this kind was reported

in 1981 by Verani et al (60) who studied 16 patients before and
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after a 12 week training programme using treadmill and bicycle
exercise tolerance testing, exercise Technetium 99
ventriculography and Thallium 201 scintigraphy. There are
various limitations in the study in terms in duration of training
programme and lack of control group. In addition however they
chose to exercise patients to the same level of cardiac work
before and after training during Thallium scintigraphy. This
technique has theoretical advantages in that one can compare
perfusion at comparable work loads. If however maximal cardiac
work is improved by training, as one might expect assuming the
improved perfusion, then by definition the repeat scan is carried
out below the ischaemic threshold, a situation which has been
found to produce erroneous results and which is not generally
recommended for routine assessment of Thallium scans. As
mentioned previously we have found this method to produce scans
which are quantitatively not comparable. The pre and post
training scans were assessed by Verani in two ways. Firstly
pairs were assessed blindly and graded as to the presence of an
increase or decrease in perfusion or no change. Secondly
anatomical regions of individual scans were scored on a 0 - 4
semiquantitative scale. Using this technique three patients were
scored as improved, three worse and ten unchanged. Verani
concluded that there was no improvement in myocardial perfusion
He recognised the 1limitations of his study in terms of patient
selection but did not comment on the short duration of study or
the limitation of his analysis technique.

The year after Verani's paper Taubau (61) and colleagues
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reported a study with similar design incorporating the same
investigations but with a mean duration of training of 5.6 months
and wusing circumferential profile analysis of Thallium scans.
The use of quantitative analysis was limited however. They
established the presence of defects in various regions and
produced an estimated wvariability for each region due to
methodology. Observers analysed paired scans to assess
differences in profiles which were outside this range of
variability. These were defined as improved or worse. As a
result, although they detected 132 abnormal regions initially,
only 13 of these regions were adjudged to have changed. Five
patients improved, one was worse and 11 were unchanged. This
study too failed to show that exercise training can improve
perfusion, although the authors suggested that the improvement in
five patients pointed to the need for a controlled study in a more
carefully selected group.

In 1984 Froelicher's group reported the results of one of the
largest studies of exercise training to date.(102) In a
randomised controlled study of 146 patients over a one year period
they reported the results of Thallium-201 scintigraphy using a
technique similar to that described above for Verani. For side
by side analysis of paired scans however observers had to score
any change detected on a 0 - 3 scale. For independent regional
scoring, a scale of 0 — 10 was used where Verani had used a 0 - 4
scale. This side by side comparison failed to demonstrate a
significant difference, but the regional scoring system showed a

significant interval change difference between the exercise group
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and control group with improved perfusion in the exercise group.
Analysis of variance demonstrated that improved perfusion
following training depended also on the presence of angina. The
extent of improvement demonstrated was small and although
statistically significant was of 1limited clinical significance.
The authors were unable to strongly recommend this therapy on the
basis of their results.

In 1986 Sebrechts subjected the results of a sub group of
Froelicher's study to further analysis.(103) He took those
patients whose Thallium studies were suitable for circumferential
profile analysis and measured the area under the profile curve,
excluding the outflow tract. This area was divided by the number
of points on the curve to produce an index of perfusion. The
same process was applied to the wash-out curve. In addition to
producing global indices, view and regional indices were
produced. Again comparison of interval change data revealed a
statistically significant difference between trained and control
patients. The global indices were significantly different and
analysis of wviews revealed this to be related mainly to
differences between the anterior views, although the 45° LAO views
were also found to be significant. Regional analysis revealed
significant improvements in the anterolateral wall, inferior wall
and posterolateral wall. while these results are superficially
attractive, they are rather disappointing. The parent study by
Froelicher had already pointed to improvements in perfusion and
had made the more significant point that angina was an important

prerequisite for improvement. This study simply applied a



113
figure which did not reveal any new information about the
improvement. Indeed the results of regional analysis serve only
to confuse the picture, revealing as they do three regions of
improvement in three different vascular territories on three
different views. The improvement in the LAD territory on the
anterior view for example is not backed up by improvements in
other LAD regions. This suggests that the results may be
spurious and not genuine indicators of improved perfusion.
Bearing in mind the wuse of non maximal scanning on the repeat
testing, one must ask whether the alterations in perfusion in the
exercise group may be related to this technique. The rather
patchy results certainly raised more questions about method than
convincing answers about perfusion changes.

The final study in recent years was by Schuler in 1988. (97)
He studied 18 patients with stable angina pectoris and hyper-
lipidaemia and observed the changes induced by low fat diet and
exercise training over a one year period. These were matched
with 18 patients with similar severity of coronary artery
disease. Thallium scanning in this group was carried out at
maximal exercise on both occasions, that for the intervention
group being higher at one year than at baseline. He measured
degrees of circumference of left wventricle with reversible
ischaemia from reconstructed cross sectional images of stress and
redistribution scans. Stress induced myocardial ischaemia
measured in this way was reduced by 54% (p < 0.05) despite higher
workload. This data of all studies is the most convincing

evidence of reduction in ischaemia. The study is limited by lack
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of regional data and by the dual pathology of one group and the
dual nature of intervention within that group. Nonetheless in
the currently published literature it is one paper where it is
difficult to provide an alternative explanation for the changes,
other than genuine improvements in perfusion. The technique of
Thallium scintigraphy used in Schuler's paper cannot be criticised
and is supported by a control group.

The study reported here suggests that myocardial perfusion may
indeed be improved after exercise training. The reduction in
number of degrees of ischaemia by 34%, despite an increase in
cardiac work is comparable to the result in Schuler's study.
Schuler however was unable to produce a statistically significant
intergroup comparison, nor did he have data on the area of
abnormality. In this study reduction in ischaemic degrees is
significant both by intra and inter group analysis, strengthening
the case that this is due to the intervention and not due to
natural change as a result of the disease. While the area data
show a larger percentage change, this does not imply a reduction
in depth of ischaemia. For curves of this sort, a decrease in
degrees of ischaemia of 34% without any alteration in depth of
ischaemia would produce a reduction in area of ischaemia of
approximately 40% as shown here. The major change therefore
éppears to be a reduction in the size of the ischaemic zone as
measured by the degrees of circumference involved, rather than in
depth of ischaemia within that zone as measured by area of
ischaemic curve. This would suggest that if collateralisation is

occurring then it is most effective around the periphery of the
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ischaemic zone. The depth of the ischaemic zone may possibly
bear a relationship to the onset of chest pain and therefore be
unchanged in a symptom limited test such as this. Alternatively
like maximum heart rate it may be related to the severity of the
underlying stenosis and so remain unchanged.

Analysis of the three views shows that the anterior view
provided the only significant improvement. Sebrechts also found
this view to have the most significant change. He speculated
that this might be related to the proximity of scanning to the end
of the exercise test i.e. redistribution of Thallium occurring
after cessation of exercise may mask the ischaemic change on the
views carried out later. However in this study, the improvement
in the 65° LAO view, although not significant, was greater than
that in the 45° LAO, although this was recorded earlier. While
redistribution of Thallium may be a factor, this suggests an
alternative reason. The nine regional views help explain this
and provide further evidence for genuine regional improvement in
ischaemia and hence support the hypothesis of collateralisation.
Those regions with improved perfusion fit into the territory of
the LAD with significant changes anterolaterally on the anterior
view, but also anteroseptally on the 65° LAO view, despite the
fact that the latter was recorded 20 - 30 minutes after
exercise. Furthermore the apical improvements are significant in
the anterior view and, though not significant on the 65° LAO view,
are substantial here also. That these apical changes may also be
subscribed to the LAD is supported by the lack of change

inferolaterally, posterolaterally and inferiorly. It is
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interesting that the septum, though slightly improved, was less
improved than the anterior wall. One must conclude from these
studies that exercise training has induced changes in myocardial
perfusion and that in this group of patients these changes have
occurred in the anterior wall of the left ventricle in the
territory of the left anterior descending coronary artery. The
localised nature of these improvements supports the hypothesis
that collateralisation is the mechanism of improvement, rather
than some general effect on the heart which might be expected to
have a more global effect on perfusion. The consistency of these
results in all three views adds to the conviction that these
changes are genuine and not simply spurious results.

The group studied here were more carefully selected than in
any of the previously mentioned studies. Angina pectoris was a
prerequisite for entry into this study. All patients therefore
conformed to the sub group found by Froelicher to have ﬁore
benefit. In addition the exclusion of patients with infarcts not
only increased the likelihood of improvement but also allowed the
investigative technique to be simplified. It was possible to say
that all abnormalities detected on stress were potentially
reversible. In the previously mentioned studies, comparisons
have been made either of a perfusion figure which combines
reversible and irreversible ischaemia or of a redistribution area
which  introduces other wvariables in terms of extent of
redistribution at three or four hours and factors which might
influence this. By comparing the patient's curve with a "normal"

curve, it 1is possible to concentrate on the area of interest,
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rather than on the whole curve. A weakness in Sebrecht's study
was that although it produced a quantitative figure which could be
studied sequentially, it said nothing about the extent of
abnormality and significance of that_ change clinically. The
technique wused here has been more precisely tailored to answer the
question posed than any of the studies published to date and
despite the reservations about Thallium scintigraphy mentioned in
Section II it is encouraging that it appears to have produced a
positive result.

Why then has this study demonstrated changes confined to the
distribution of the LAD? Perhaps it is simply that this region
is most easily studied by Thallium scintigraphy. There are
however a number of alternative possible explanations. While the
group of patients studied included those with ischaemia in all
vascular regions, it is possible that the underlying anatomy
favoured collateralisation only in those patients with LAD
territory ischaemia. Collateralisation depends on the
availability of potential sources of collaterals. Post mortem
angiographic studies have shown that collaterals are present
between the LAD and RCA in 95% of cases, between the LAD and
circumflex in 81% of cases and between the RCA and circumflex in
55% of cases.(104) There is therefore a higher probability of a
diseased LAD receiving collaterals from either the RCA or
circumflex. Furthermore studies of intracoronary collaterals in
disease of each of the three vessels revealed intracoronary
anastomoses in 78% of cases of LAD stenosis, 45% of RCA stenosis

and 61% of circumflex stenosis. (104) The increased incidence of
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collaterals in the LAD territory may simply reflect the complex
nature of this vessel and the many branches of it, each acting as
a potential route of collateral supply. It is likely also that
the distribution of disease within the vessels is also
significant. Gensini reports that 53% of RCA lesions are
proximal and that 90% of circumflex lesions occur either at the
origin of the circumflex or of the obtuse marginal.(105)
Proximal lesions of this sort allow intercoronary anastomosis with
retrograde flow through the vessel but have little potential for
intracoronary collateral channels. The commonest site of lesion
in the LAD however 1is in the mid portion after the first septal

perforator, accounting for 47%, with a further 25% sited in the

first diagonal. Such lesions have many potential sources for
inter and intracoronary anastomoses. It is also self evident
that single vessel disease is the most amenable to

collateralisation since the supply from other vessels is
uncompromised. Gensini reports the incidence of single vessel
disease to be 14.2% in the LAD, 8.7% in the RCA and 5.2% in the
circumflex. (105) Taking all of the above factors into account it
is clear that on anatomical grounds one would choose the LAD as
the wvessel most likely to be effectively collateralised.
Furthermore disease in the mid portion and first diagonal would
have the greatest potential. Such disease would produce
ischaemia in the anterior and anterolateral walls, precisely those
areas which have demonstrated improvement in this study.

Thallium studies have demonstrated that disease in the LAD

territory produces larger defects than in either of the other two
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vessels. (106,107) This may affect not only the potential for
collateralisation, but also the ease with which it can be
detected. Iskandrian demonstrated in single vessel disease that
the presence of collaterals was associated with significantly
smaller perfusion defects.(108) Although the numbers in this
study were limited it is of interest that separate analysis of the
three vessels demonstrated the above findings to be significant
only for ischaemia in the LAD territory. Tubau also showed that
in single vessel disease the presence of collaterals was
associated with a reduced incidence of perfusion defects and a
smaller number of defects per patient.(109)

Bearing in mind the limited capabilities of Thallium
scintigraphy it would be dangerous to draw too firm conclusions
from this study. However it does seem that improved uptake of
Thallium does occur in areas of abnormality as a result of
exercise training. These improvements take the form of a
reduction in the extent of the abnormal region rather than the
depth of that region. " Furthermore in this group of patients
these improvements appear localised rather than generalised and
the region to which they are localised corresponds to that region
where one would most expect to find improvements based on
anatomical and scintigraphic studies of collaterals. These
changes support the opinion expressed in the preceding study on
exercise tolerance data that while we cannot claim to have made
significant alterations in blood flow through or around the
critical stenosis we may indeed have encouraged collateral blood
flow into the periphery of the ischaemic region thereby reducing

the area at risk.
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THE EFFECT OF EXERCISE TRAINING ON GLOBAL LEFT VENTRIUCLAR

FUNCTION

Methods

The technique wused is described in detail in section II.
Gated Technetium bloodpool angiography was carried out in the 30°
— 45° LAO view with a 10° caudal tilt. A resting scan was
recorded followed by stress scans. As previously described cold
pressor stress was chosen as the most applicable technique.

The 16 patients in the exercise group whose Thallium results
were discussed in the previous subsection underwent gated
Technetium bloodpool angiography on both occasions. However the
baseline scans of one patient were lost due to computer failure
and one cold pressor scan of a further patient was also lost
leaving 15 paired rest studies and 14 paired stress studies in the
exercise group. Of the 15 control patients whose Thalliums have
been discussed, one declined to undergo repeat Technetium scanning
and in one case a rest scan only was achieved since cold pressor
induced ectopic activity 1led to a failure of gating. Two other
patients had incomplete data due to computer failure. This left 12
rest scans and 11 stress scans in the control group.

During the cold pressor test heart rate and blood pressure
were monitored at one minute intervals using a Hitachi HME-20
automatic pulse and blood pressure monitor. The mean heart rate
and systolic blood pressure at rest and during cold pressor at
baseline and one year are shown in Figures 22 and 23. There were

no significant inter group or intra group differences in either
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heart rate or blood pressure at any time during the test. For
both groups however there was a significant rise in heart rate and
blood pressure within the first minute of cold pressor. This
increase in cardiac work was maintained throughout the five
minutes. These results are in keeping with previous work in the
Victoria Infirmary demonstrating that the technique of cold
pressor used is both effective and reproducible. For the
purposes of this study therefore the left ventricular function
results shown at baseline and one year reflect equivalent levels

of stress on both occasions.

Statistics

The wvarious parameters of global left ventricular function
were found to conform to a normal distribution and therefore a
Student's paired t-test was used for intra group analysis of
baseline and one year data and an unpaired Student's t-test was
used for inter group comparisons. The eight parameters which
describe the left wventricular function curve could not be
considered as independent or pre-selected variables and as such
the Bonferonni correction was applied to the calculation of p
values. The '"proportion" data was analysed using a Fisher's
exact test. All results are expressed as mean and standard

deviation with appropriate p values.

Results

a) Resting values

The mean baseline values at rest for the nine parameters of



124
left wventricular function are shown in Table 11. There were no
significant differences Dbetween the groups for any of the
parameters studied. Table 12 shows the baseline and one year
values for the training group. Fast ejection time increased at
rest from 16.7 + 1.7% to 18.0 + 1.9%, this increase being
significant at the 5% level. All other parameters remained
unchanged at one year, although there was notably a small but non
significant increase in resting ejection fraction from 54.9 +
10.5% to 56.9 + 8%. The equivalent values for the control group
are shown in Table 13. Most of these parameters showed a high
degree of consistency over the one year period. In this group
however ejection fraction fell by 5% from 56.9 to 51.9%. This
difference was not statistically significant however since the
standard deviations within this group were broad.

The inter group comparison of interval change data is shown in
Table 14. Again there are no statistically significant
differences in any of the parameters and indeed in most cases
again there is a high degree of consistency over the one year
period.

b) Stress values

Tables 15 to 18 show the corresponding results during cold
pressor to those discussed at rest. Again the baseline
intergroup comparison shows that randomisation was successful.
The baseline and one year parameters for the training group with
the exception of ejection fraction show, if anything, an even
greater consistency than the resting values. Ejection fraction

during cold pressor however improved from 48 + 8.4% to 54.9 +
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Baseline parameters of resting global left ventricular function

Variable | Training Group Control Group 'P' value
mean + SD mean + SD

FET 16.7 + 1.7 16.9 + 1.2 NS

DVs/DT 4,5 + 0.5 4.6 + 0.5 NS
FEL 34.5 + 3.9 32.3 .+ bl NS
ST 38.9 + 3.6 376 = 4.3 NS
SL 43.1 %+ 6.2 42.4 + 5.4 NS
FFT 59.8 + 7.0 59.3 + 4.8 NS

DVA/DT 3.7+ 0.6 3.6 + 0.5 NS
FFL 30.9 + 6.0 31.3 + 6.3 NS
EF 54.9 + 10.5 56.9 + 15.8 NS

Table 12

Pre and post study parameters of resting global left

ventricular function - training group

Variable | Pre (mean + SD) Post (mean + SD)| 'P' value
FET 16.7 + 1.7 18.0 + 1.9 NS
DVs/DT 4.5 + 0.5 4.4 + 0.4 NS
FEL 34.5 + 3.9 33.6 + 4.2 NS
ST 38.9 . 3.6 39.1 + 3.8 NS
SL 43.1 + 6.2 41.5 + 6.2 NS
FFT 59.8 + 7.0 59.5 « 5.8 NS
pvd/DT 3.7 + 0.6 3.5 + 0.4 NS
FFL 30.9 + 6.0 31.5 + 6.0 NS
EF 54.9 + 10.5 56.9 + 8.0 NS




Table 13

Pre and post study parameters of resting global left

ventricular function - control group

Variable| Pre (mean + SD) | Post (mean + SD) | 'P' value
FET 16.9 + 1.2 16.6 + 1.6 NS
DVs/DT 4.6 + 0.5 4.7 + 0.3 NS
FEL 32.3 + 5.7 33.7 + 4.2 NS
ST 37.6 + 4.3 38.8 + 3.8 NS
SL 42.4 + 5.4 43.3 + 4.4 NS
FFT 59.3 + 4.8 59.8 + 3.9 NS
DVd/DT 3.6 +# 0.5 3.8+ 0.4 NS
FFL 31.3 + 6.3 31.1 + 4.4 NS
EF 56.9 + 15.8 51.9 + 10.4 NS
Table 14
Interval change parameters of resting global left
ventricular function
Variable | Interval change Interval change 'P' value
Training Control
FET +1.3 + 2.3 -0.3 + 1.9 NS
DVs/DT -0.03 + 0.58 +0.08 + 0.48 NS
FEL -0.9 + 6.1 +1:3 * 6. NS
ST +0.2 + 5.4 +1.2 + 4.7 NS
SL 0.9 * 9.6 +0.8 + 6.1 NS
FFT -0.2 * 9.7 +0.5 + 4.7 NS
DvVd/DT -0.2 + 0.6 +0.2 + 0.7 NS
FFL +0.6 + 8.7 -0.3 + 4.7 NS
EF +2.0 + 13.7 -5.0 + 12.6 NS
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Table 15

Baseline parameters of global left ventricular function during
cold pressor stress

Variable | Training group Control Group 'P' value
(mean + SD) (mean + SD)
FET 18.3 + 3.2 17.9 ¥ 2.5 NS
DVs/DT 3.8 + 0.6 4.1 + 0.6 NS
FEL 40.4 + 6.6 39.0 + 7.3 NS
ST 44.2 ¥ 5.4 43.6 + 5.8 NS
SL 45.8 + 5.2 51.0 + 10.7 NS
FFT 64.1 + 7.5 68.9 + 10.2 NS
DVd/DT 3.5 + 0.5 3.3+ 0.6 NS
FFL 33.9 + 8.9 36.0 + 12.0 NS
EF 48.0 + 8.4 49.4 + 14.2 NS
Table 16

Pre and post study parameters of global left wventricular
function during cold pressor stress - training group

Variable | Pre (mean + SD) Post (mean + SD) |'P' value
FET 18.3 + 3.2 18.8 + 2.9 NS
DVs/DT 3.8 + 0.6 3.8+ 0.5 NS
FEL 40.4 + 6.6 40.1 + 6.3 NS
ST 44.2 + 5.4 44.1 % 5.2 NS
SL 45.8 + 5.2 45.1 + 7.0 NS
FFT 64.1 + 7.5 63.9 + 7.7 NS
DVd/DT 3.5 % 0.5 3.4+ 0.3 NS
FFL 33.9 + 8.9 31.9 + 8.1 NS
EF 48.0 + 8.4 54.9 + 10.1 < 0.05
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Table 17

Pre and post study parameters of global left ventricular
function during cold pressor stress — control group

Variable| Pre (mean + SD) | Post (mean + SD) 'P' value
FET 17.9 + 2.5 19.4 + 3.4 NS
DVs/DT 4.1 + 0.6 3.8 + 0.5 NS
FEL 39.0 + 7.3 41.8 + 4.3 NS
ST 43.6 + 5.8 45.7 + 4.0 NS
SL 51.0 + 10.7 49.7 + 7.0 NS
FFT 68.9 + 10.2 69.1 + 8.1 NS
pvd/DT 3.3+ 0.6 3.4 + 0.6 NS
FFL 36.0 + 12.0 38.2 + 11.1 NS
EF 49.4 + 14.2 45.1 + 12.1 NS
Table 18

Interval change parameters of global left ventricular
function during cold pressor stress

Interval change - |Interval change -
Variable training controls 'P' value
(mean + SD) (mean + SD)

FET +.5 » 4.9 +1.5 + 4.2 NS
DVs/DT +0.04 + 0.67 -0.22 + 0.6 NS
FEL -0.3 + 6.7 +2.8 + 5.9 NS
ST -0.1 + 4.9 +2.1 + 4.4 NS
SL -0.6 + 6.8 -1.3 + 10.7 NS
FFT 0.1 + 9.0 +0.2 + 9.8 NS
DVd/DT -0.09 + 0.66 +0.06 + 0.68 NS
FFL -1.9 * 1.1 +2.2 + 15.0 NS
EF +6.9 + 11.7 -4.3 + 6.8 < 0.01
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10.1% at one year, this improvement being significant at the 5%
level. In the control group the same parameters fell from 49.4 +
14.2 to 45.1 =+ 12.1%. Although this reduction was not
statistically significant, it means that the intergroup comparison
of interval change in the cold pressor induced ejection fraction
is significant at the 1% level.

c) Ejection fraction response to cold pressor stress

Since the degree of change in ejection fraction from rest to
stress has been said to be related to the presence of coronary
artery disease and its extent, the rest to stress values are shown
in Figure 24 and in Table 19. The mean change in ejection
fraction from rest to cold pressor in the exercise group was -6 +
6.9% at baseline and -2.4 + 8.4% at one year. This positive
change does not attain statistical significance. Over the same
period the control values were -7.2 + 5.4% at one year, again
demonstrating consistency. Intergroup comparison of the interval
change was not significant. If however we define a one year
improvement in ejection fraction response to cold pressor as a
positive interval change in that response, then nine out of 14
exercise patients demonstrated a positive change while only four
out of 11 controls demonstrated a positive change. These

proportions were significantly different at the 5% level.

Discussion
In order to understand the results of this part of the study
it is important for us to appreciate firstly the value of the

parameters measured and secondly the mechanism of stress test
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Table 19

Rest to stress change in global ejection fraction during

radionuclide ventriculography pre and post training

Exercise Group

Control Group

131

Pat R-S change in E.F. Pat R-S change in E.F.
no. no.
Pre Post Pre Post
1 0 -12 21 -14 -3
2 -1 -10 22 -10 -14
3 -16 -2 23 +14 -1
4 -7 +7 24 0 -7
5 +4 +6 25 -9 -10
6 -10 -8 26 -16 -17
7 -3 -5 27 -14 =7
8 -4 -20 28 -3 -4
9 -7 -4 29 -16 +1
10 +2 -1 30 -14 -5
11 -7 +6 31 -2 -2
12 -4 +11 Mean -7.6 -7.2
13 0 0 S.D. 9.2 5.4
14 =21 -2 'p'value NS
Mean -6.0 -2.4
S.D. 6.9 8.4
'p'value NS
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used. If we consider the parameters first, then with the
exception of the ejection fraction which is perhaps the most
clinically applicable measurement, the others are mathematically
derived values obtained from a time/activity curve of left
ventricular function. As such they are perhaps in isolation of

limited wvalue but together they define the geometry of the

ventricular function curve. This in turn reflects the inotropic
state of the 1left wventricle. There are two main regions of
interest on the time/activity curve. Fast ejection and fast

filling are the major components of systole and diastole
respectively. The former is preceded by a short period of
isovolumetric contraction, while the latter is preceded by a short
period of isovolumetric relaxation. These brief flat regions of
the curve are of little interest however other than as markers of
end diastole and end systole. In the calculation of the
parameters given in this study, fast ejection length is measured
from the point at which isovolumetric contraction ends and
ejection begins to end systole at which point fast filling
begins. End systole is defined from the first derivative curve
where it passes through the zero point. Fast filling ends at
another "flat" area of curve called diastasis during which the
rate of filling slows to near zero as shown by the second trough
on the first derivative curve before atrial systole produces a
surge in filling again. Diastasis and atrial systole were not
analysed by the programme used in this study. The two periods of
fast ejection and fast filling can yield a number of measurable

values. Three were chosen for use in this programme, namely the
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length of the period (FEL and FFL), the maximum rate of change of
volume during the period (DVs/DT and DVA/DT) and the time at which
the maximum rate of volume change occurs (FET and FFT). These
parameters are measured automatically from the time activity curve
and its first derivative, the points of maximum rate of emptying
and filling being the trough and peak of the first derivative
curve respectively. Systolic length (SL) is a value obtained not
from systole but by subtracting FET from FFT i.e. it is the time
from maximum rate of volume change in systole to maximum rate of
volume change in diastole. Systolic time (ST) includes the short
period of isovolumetric contraction as well as the fast ejection
period.

Ejection fraction is, of course, also derived from the time
activity curve being calculated from the minimum and maximum count
values, but it is very much a separate entity which does not
describe the curve morphology, if ejection fraction is taken in
conjunction with the end diastolic counts then it can be used to
define the depth of the time activity curve. It is however
affected by such factors as preload and afterload as well as the
inotropic state and also by regional contractile abnormalities.
As mentioned it is the most studied of all parameters from a
clinical point of view and it therefore merits separate
consideration and can shed additional 1light on changes in left
ventricular function in this study.

A number of groups have looked at parameters similar to those
used in this study and have investigated the effect of coronary

artery disease and of drugs which alter the inotropic state of the
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ventricle on those parameters. Sapru et al (110) studied left
ventricular function in normal individuals and the effect of
infusions of isoprenaline or propranolol on various parameters
derived from the left ventricular function curve. These
parameters included 1left wventricular ejection and filling times
(equivalent to FEL and FFL) mean and maximum rates of filling and
emptying as well as ejection fraction. The times quoted in their
study are given as absolute values in milliseconds. Changes in
these values therefore have to be considered in conjunction with
changes in heart rate. They do however quote the appropriate RR
interval which enables the values to be corrected. They found
that isoprenaline infusion reduced both left ventricular ejection
and filling times but had a proportionately much greater effect on
left wventricular ejection than on filling. It was also found to
increase both mean and maximum ejection rates but not mean and
maximum filling rates. Beta blockade increased left ventricular
filling time and decreased the mean ejection rate. In order to
consider these changes in isolation from the chronotropic response
the authors also examined the effect of heart rate changes on left
ventricular filling and emptying times wusing infusions of
atropine. They found that an increase in heart rate alone
reduced 1left ventricular filling time proportionately more than
ejection time. The conclusion of the authors was therefore that
left ventricular ejection and filling times and rates were
sensitive indicators of changing inotropic state in normal
individuals. As one might expect in this group the ejection

fraction was increased by isoprenaline. The maximum rate of
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volume change was however felt to be an insensitive measurement
since it was affected by the filtering technique used to produce
the time activity curve.

Marshall et al (111) and Peterson et al (112) using first pass
radionuclide angiography and cine angiography respectively reached
similar conclusions. They stated that left ventricular ejection
rate was a more sensitive indicator of inotropic state than
ejection fraction alone since it combined a measure of wvolume
change and ejection time. In a study of this sort therefore one
might expect a change in inotropic state to affect not only the
ejection fraction but also the ejection time and to a lesser
extent perhaps filling time.

Peak filling rate and time to peak filling rate have been
studied by other authors.(63,113-116) It has been found by all
these authors that in the presence of coronary artery disease peak
filling rate is reduced and time to peak filling is prolonged.
Polak et al (113) reported in addition a trend towards a
progressive reduction in peak filling rate in proportion to
disease severity. He and other authors also noted a trend toward
lower peak filling rates in .those patients with low ejection
fractions at rest. This might suggest that these measures would
be wuseful indicators of changing disease state. However, the
values obtained by the various authors do show considerable
disparity with mean values in normal individuals ranging from 2.1
to 5.98 end diastolic volumes per second and in patients with
coronary artery disease from 1.6 to 2.7 end diastolic volume per

second. It appears therefore that peak filling rate and time to
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peak filling rate are affected by coronary artery disease but
whether they are sensitive enough indicators of change in
inotropic state or coronary perfusion is debatable.

The effect of cold pressor stress on the above parameters of
left wventricular function has not been adequately studied. The
test itself has however been investigated by a number of authors
who have drawn conclusions about the haemodynamic mode of action
of the cold pressor test. Bearing in mind the above discussion
regarding the parameters of LV function, one can therefore deduce
what changes might be expected. The topic is made more difficult
by the wvaried methodology in carrying out the test. In the
present study the hand and arm were immersed to the elbow in a
mixture of crushed ice and water. Throughout the test water was

continuously passed through the mixture to ensure adequate

contact. A fresh ice and water mixture was used for each
patient. An adequate sustained cold stimulus was therefore
ensured. Early decay in the haemodynamic response to cold

pressor has been noted by some authors (52,117,118) and this can
in some cases by attributed to less adequate cold stimulus. It
is clear that a technique of this sort has many variables and is
unlikely to be consistently applied by different observers. This
may account for the marked disparity both in haemodynamic response
and ejection fraction results obtained by the various authors.
This further emphasises the importance of consistency in technique
and in particular the use of one observer (the author) throughout
this study. In our own laboratory, as well as in others, the

response of normal individuals to cold pressor stress has included
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a fall in ejection fraction and while some authors have shown that
the ejection fraction response can be used to separate normal
individuals from those with coronary artery disease (50,51,117),
others have found no difference.(52,118,120) If the various
studies are considered as a whole however, then the ejection
fraction has been found to fall more in individuals with coronary
artery disease. It would appear therefore that the presence of
coronary artery disease does at 1least effect the ejection
fraction.

while the cold pressor test was originally described by Hines
and Brown in 1932 (121) the haemodynamic responses were not
described until the 1960's.(122-124) These authors have
attributed the response to a predominant increase in alpha
adrenergic stimulation associated with a rise in both systemic and
pulmonary wvascular resistance. Such an increase in peripheral
resistance will tend to prolong left wventricular ejection as
measured by fast ejection length and systolic time and this is
indeed the case for both groups in the present study and for
normal individuals and those with coronary artery disease in
previous studies from this hospital. It is equally not
surprising that the peak rate of left ventricular ejection is both
reduced and delayed by cold pressor stress. Changes in the
diastolic parameters are less easily attributed to this
mechanism. However it is notable that the peak rate of diastolic
filling was only minimally reduced during cold pressor stress.
Although the time to peak filling (PFT) appears to be prolonged by

cold pressor stress, one must bear in mind that this time is
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measured, not from end systole but from end diastole. It
therefore includes the systolic time component. The true fast
filling time measured from end systole may be obtained by
subtracting systolic time from fast filling time and this can be
seen to be unchanged by cold pressor stress. In both groups the
trend was for fast filling to be prolonged during cold pressor
stress. However this response was variable and not always
significant. Buonanno et al (125) have found left ventricular
end diastolic pressure to be increased by 60% during cold pressor
stress and it is conceivable therefore that this increased preload
would lead to a prolongation in the length of the fast filling
period. Clearly in normal individuals the ejection fraction
response to cold pressor may depend on a balance between the
increase 1in afterload which would tend to decrease ejection
fraction and the increase in preload which would tend to increase
u By 9 The same mechanisms may apply in individuals with coronary
disease. However in addition afterload increases will lead to an
increase 1in myocardial work while an increase in end diastolic
pressure may also adversely effect coronary filling by its effect
on wall tension. These additional factors could explain the
further reduction in ejection fraction response in individuals
with ischaemic heart disease. It has however been shown by
Dymond et al (117) that the maximal changes in left ventricular
function do not necessarily coincide with the haemodynamic
responses. This suggests an additional mechanism. This may be
a direct effect on coronary vascular resistance since Mudge et al

(126) during cardiac catheterisation found a 27% increase in
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coronary vascular resistance in patients with coronary artery

disease 50 seconds after cold pressor stress. This did not occur
in normal individuals. Feldman et al (127) confirmed these
findings.

In summary therefore the ejection fraction response to cold
pressor in any individual is a balance between the positive effect
of increases in end diastolic pressure and circulating
catecholamines and the negative influences of an increase in
peripheral resistance. In individuals with ischaemic heart
disease all these factors tend, in addition, to have a deleterious
effect on the balance between myocardial oxygen supply and demand
and in conjunction with the direct effect on coronary tone this
may further reduce ejection fraction. It is self evident that
such a change is 1likely to be mediated by local changes in
regional left wventricular function in areas supplied by diseased
vessels.

How then may the above factors help us to explain the results
of this study? There are two possible areas which can be
addressed. Exercise training may have a global effect on the
myocardium which could 1lead to an alteration in left ventricular
function at rest and/or during stress. Alternatively exercise
training may effect myocardial perfusion and hence ameliorate the
effects of impaired perfusion on the ejection fraction response to
cold pressor stress. The heart rate and blood pressure response
has already been discussed and the results would support the
assertion that these studies have been carried out at equivalent

levels of cold pressor stress. It is valid therefore to compare
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those results at baseline and one year directly. Ignoring the

ejection fraction for the moment, whether one considers the
resting or the stress values the striking feature is the lack of
change in the 1left ventricular function parameters. There are
two possible explanations for this lack of change. The first
very real possibility is that the techniques used are not
sufficiently sensitive to demonstrate subtle change in the left
ventricular function parameters. As mentioned in the methods
section the gamma camera used does not allow high count rates and

therefore the cardiac cycle was divided into 16 segments. This

allowed a reasonable number of counts per point but was clearly

less than ideal. This being the case it would be dangerous to
read too much into the left wventricular function curve
parameters. However, if one is prepared to accept this lack of

change as genuine then it implies that resting and stress left

ventricular function is unaltered by exercise training whether one

considers diastolic or systolic parameters. 0f particular

interest are those parameters of systolic function which have been
shown to be sensitive indicators of inotropic change. In the
training group fast ejection length and systolic length at rest,
and more particularly during stress, show negligible difference.
This would suggest that no significant inotropic change has taken
place as a result of the training programme.

In contrast the improved ejection fraction response to cold
pressor 1is highlighted by the lack of change in the other
parameters. As discussed above one explanation is that those

factors related to impaired perfusion which tend to reduce



141

ejection fraction during cold pressor stress tests have been
ameliorated in this study by exercise training. It is reasonable
to suggest that the mechanism of improvement in cold pressor
ejection fraction after exercise training may be related to

improvements in regional myocardial perfusion and function. An

alternative factor must be considered however. Exercise training
has been shown to increase end diastolic volume. This in turn by
the Starling mechanism may increase ejection fraction. The

effect of changes in end diastolic wvolume on the wvarious
parameters of left ventricular function has not been investigated.
However since increased end diastolic volume is present both at
rest and on exercise, and since the improvement in ejection
fraction in this study is only during stress, it is unlikely that
end diastolic volume is a major factor. A recent study by Ehsani
(62) demonstrated an improved ejection fraction response to supine
exercise at higher workloads after training. In his study end
diastolic volume was also measured by radionuclide
ventriculography and found to be greater both at rest and on
exercise, yet an improved ejection fraction was present only on
exercise. The authors concluded that the improved ejection
fraction response to exercise was independent of cardiac loading
conditions. Previous studies of limited duration and exercise
intensity however have failed to demonstrate these results
(60,61,101), though Jensen in 1980 showed no change in rest or
maximal ejection fraction but at matched levels of sub maximal

exercise a greater mean ejection fraction was achieved. (59)
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It would be wrong to overstress the results in this section.
The gamma camera used was not ideal for a study of this sort. In
addition the method of stress chosen is controversial and not well
understood. It would have been better to have carried out an
assessment of left ventricular function by invasive means and
perhaps during rapid atrial pacing. Nonetheless with these
reservations in mind this study has at 1least shown that the
ejection fraction response to cold pressor stress is improved
after exercise training. Such an improvement would be consistent
with the effects of improved myocardial perfusion. The next
stage in the hypothesis therefore is to see whether an improvement
in regional 1left ventricular function can also be demonstrated.

This question will be dealt with in the next sub section.



143

THE EFFECT OF EXERCISE TRAINING ON REGIONAL LEFT VENTRICULAR

FUNCTION: REGIONAL EJECTION FRACTION USING TECHNETIUM 99

VENTRICULOGRAPHY

Methods

The method used is as described for global function analysis
and the results apply to the same group of patients analysed in
that sub section. As part of the analysis of Technetium 99
ventriculography in addition to global left ventricular function
regional left wventricular function is also measured. The end
diastolic image is divided into eight equal 45° segments measured
clockwise commencing at 12 o'clock, and using the left ventricular
boundary previously established by the automatic programme. The
segments thus derived are superimposed on the end diastolic and
and systolic images and the segmental counts are thus
calculated. Regional ejection fraction is therefore calculated
as for global ejection fraction by expressing the difference
between end diastolic and end systolic counts as a percentage of
end diastolic count for the region. This was measured both at
rest and during cold pressor stress. The results given below are
for resting wvalues, cold pressor stress values and rest to stress

difference.
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Statistics

The results for the three parameters described above are
expressed as mean and standard deviation. While the data for the
majority of regions were found to conform to a normal distribution
this was not always the case. All data were analysed by
parametric and non parametric statistics. The baseline and one
year results for each region were compared by intragroup analysis
using a Student's paired 't' test and a Wilcoxon signed rank
test. Those results which did show statistical significance by
the Student's 't' test were for normally distributed data. Since
it was felt that the results for various regions were
interdependent and that there was little validity in statistical
comparison of similar regions between the two groups, no

intergroup analysis was carried out.

Results

The resting baseline and one year values for the exercise
group are shown in Table 20, while the corresponding results for
the control group appear in Table 21. There were no
statistically significant changes in regional ejection fraction in
either group. The maximum positive change in the exercise group
occurred in region 2, where resting ejection fraction improved by
7.1%, however the values of regional ejection fraction of 57.8 at
baseline and 64.9 at one year are both normal. The greatest fall
in ejection fraction at rest in the exercise group occurred in
region 6, a region with low resting ejection fraction. The

difference between baseline and one year however was only 2.5%
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(39.4 at baseline, 36.9 at one year). In the control group
region 8 showed the maximum positive change of 3.9% from 35.8 at
baseline to 39.7 at one year. The greatest negative change in
the control group occurred in region 5 where ejection fraction
fell from 58.9 to 52.8 over the period of one year.

During cold pressor stress two regions showed statistically

significant improvements in regional ejection fraction by

parametric and nonparametric statistics. A further region showed
an improvement by nonparametric statistics alone. The results
for the exercise group are shown in Table 22. It is notable

firstly that all eight regions show a positive change from
baseline to one year in regional ejection fraction. Indeed
regions 1 - 5 all show an improvement of 6 to 8%. However region
4 which improved from 54.4% to 61.1% showed the most significant
improvement statistically, closely followed by region 6 which
improved from 35.2 to 40.1%. These two regions were significant
by both the Student's 't' test and Wilcoxon signed rank test.
Region 3 which improved from 58.2 to 64.4% was significant by the
Wilcoxon signed rank test only. In contrast to these results the
control group showed a negative change in regional ejection
fraction during cold pressor for five of the eight regions with a
statistically significant reduction from 52% to 45.6% in region 4.
(Table 23)

Tables 24 and 25 show the rest to stress change in regional
ejection fraction at baseline and one year. For both groups
seven of the eight regions show an improvement in the rest to

stress response in regional ejection fraction. However only in
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the case of the exercise group were there any statistically
significant differences, region 6 showing a 6.6% improvement which
was significant with a p value of 0.028 by the Student's 't' test
and 0.01 by the Wilcoxon signed rank test. Region 5 showed an
improvement of 7.2%. This was not however significant by the
Student's 't' test although was significant at the 5% level by the
Wilcoxon signed rank test. The results in table 24 show that for
the exercise group seven of the eight regions showed a reduction
in regional ejection fraction from rest to stress at baseline, the
greatest reductions being 6.1% in region 4 and 5.9% in region 5.
At one year only four regions continued to show a reduction in
ejection fraction from rest to stress, the greatest reduction
being 2% in region 7. Table 24 shows that seven of the eight
regions for the control group showed a reduction in rest to stress
regional ejection fraction, the greatest being 8.4% in region 4
and 7.2% in region 5. At one year six of these regions continued
to show a fall in ejection fraction from rest to stress, region 4
being the greatest reduction at 9.6%.

Discussion

In that we have shown in the previous subsection an
improvement in global ejection fraction during cold pressor, it is
to be expected that this will also be reflected in regional
ejection fraction. This is clearly the case as shown in the
above results. However perhaps the greatest interest in studying
regional ejection fraction is in seeing whether there is a
difference between various regions. When regional Thallium

analysis was carried out there were clear cut differences between
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those regions supplied by the left anterior descending coronary
artery and other regions. The results of regional ejection
fraction are perhaps less clear cut. The interval change data is
summarised in Table 26 and shown in histogram form in Figure 25.
The improvements in cold pressor regional ejection fraction in the
exercise group are striking. However on first analysis these
changes appear to be quite uniformly spread throughout the
regions. why then is there this apparent discrepancy between
regional ejection fraction change and regional Thallium perfusion
change? There are a number of valid points to be considered.
Technetium angiography was carried out in the best septal view
position (30 - 45° LAO). This corresponds best to the 45° LAO
Thallium view in which the improvements in Thallium perfusion were
least well seen. The conclusion from Thallium perfusion was that
the anterolateral regional of the left ventricle had shown the
greatest improvement in perfusion. Technetium scanning in the
best septal view position would be carried out with the gamma
camera positioned directly over the anterolateral zone. The
expected area of improvement would therefore be in the centre of
the left ventricle on this view and one would therefore expect it
to be reflected in all regions. The results, therefore, are not
at variance with those in the rest of the study.

Although there is a uniformity of improvement throughout the
various regions during cold pressor, it is interesting to note
that regions 3, 4 and 6 are the regions which show statistically
significant improvement. These regions are around the apex and
septum and more than any might be expected to reflect left

anterior descending territory.
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Table 26

Interval change values for regional ejection fraction

REGION
1 2 3 4 5 6 7 8
T
R R +4.2 |+7.1 |+3.7 |+1.6 |-1.0 |-2.5 |+0.4 |+0.7
A
I C +6.7 |+7.8 |+6.2 |+6.7 |+6.9 |+4.9 |+0.3 |+3.0
N
I |R-C +2.7 |+0.2 |+2.4 |+5.7 |+7.2 |+6.6 |-1.1 |-1.8
N
G
C
O| R +1.0 |+2.5 |-4.7 |-5.0 |-6.1 |-5.1 |-4.1 |+3.9
N
T C +1.0 |+1.0 |-3.5 |-6.6 |-1.1 |-2.8 |-2.7 |+1.6
R
0 |R-C +1.6 |[-0.4 [+1.7 |+1.1 |+5.2 |+2.5 |+0.5 |+1.3
L
S

The rest to cold pressor changes in the exercise group
highlight regions 4, 5 and 6 since the improvements in regions 1,
2 and 3 during cold pressor are offset by similar degrees of
improvement at rest. Again these regional improvements would
tend to correlate with those shown during the Thallium study.

While the control group have shown small improvements in rest
to cold pressor ejection fraction, inspection of the rest and cold
pressor histograms show this to be due not to an improvement in
cold pressor response but rather to a greater reduction in resting
regional ejection fraction in this group. The differences
between those changes noted in the exercise group and those in the
control group support the concept that exercise training has

produced an improved stress response.
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There are inherent difficulties in the use of regional
ejection fraction measurement which hinder its wusage 1in this
study. As has already been mentioned, unlike wall motion
analysis it 1is a three dimensional technique. This fact improves
the sensitivity for the detection of coronary artery disease,

however since it is in effect less "localising" than regional wall
motion then it may reduce its capability for measuring changes in
regional ejection fraction over time. Changes in wall motion in
one plane may for example by offset by the opposite change in the
orthogonal plane leading to a cancelling out of regional ejection
fraction. Furthermore the presence of isotope in vascular
structures overlying the 1left ventricle may have a dilutional
effect on ejection fraction measurement. The position of the
great vessels and atria is such that persistent isotope in these
regions will dilute ejection fraction in regions 7, 8 and 1.
These regions therefore appear to have a 1lower ejection
fraction. The persistence of isotope at a steady level also may
account for the smaller variability in regional ejection fraction
measurement in both groups in this area.

Regional ejection fraction has not been used in previous

studies as a monitor of improved performance, most studies

preferring to wuse regional wall motion.(54-56,58,60,62) It has

nonetheless been shown to be a marker of coronary artery disease
and in particular the presence of relative reductions in ejection
fraction during isometric handgrip stress has been shown to

correlate well with the presence of significant coronary artery

narrowing. (67) Despite the reservations about the technique
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outlined above therefore, the results do suggest that the improved
ejection fraction response to cold pressor stress after training
is due to regional improvements in that response, and this is in
keeping with the regional improvements in perfusion shown by

Thallium scintigraphy.
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AN ASSESSMENT OF THE VALUE AND LIMITATIONS OF TECHNIQUES OF WALL

MOTION ANALYSIS

The techniques described thus far in this thesis have used
computer analysis with minimal observer input. They have in
addition been quantitative. As a result their use in a
controlled study of group rather than individual changes does not
necessitate accurate measurement of wvariability, although some
reference to test wvariability and factors contributing to it has
been made where appropriate. However, at the time of this study
commercially available software for automatic analysis of wall
motion was limited. As previously discussed the automatic
analysis of wall motion during 2-dimensional echocardiography was
found to be highly variable. It was decided therefore to use a
semiquantitative analysis of wall motion using a 0 - 4 scale as
described in section II (0 = dyskinetic, 1 = akinetic, 2 =
severely hypokinetic, 3 = mildly hypokinetic, 4 = normal). This
scale may be applied to wall motion analysis using either 2-
dimensional echocardiography or radionuclide wventriculography.
The analysis of wall motion is however time consuming by either
technique and it was therefore appropriate to evaluate these
techniques during the recruitment phase of the study in order to
decide which, if either, would be appropriate to use. There were
in particular a number of questions to be addressed. In view of
the use of regional ejection fraction in the previous section, is
regional wall motion by radionuclide ventriculography of any
additional wvalue or is it simply a less accurate variation of the

same technique? Does 2 - dimensional echocardiography differ
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from radionuclide ventriculography bearing in mind that it allows
assessment 1in two or more planes and uses exercise stress rather
than cold pressor? Are either of the techniques "reliable" as
assessed by interobserver or intraobserver variability? In order
to answer these questions a series of comparisons was made.
Firstly regional wall motion by radionuclide ventriculography was
compared to regional ejection fraction on the same scans. Next
an assessment of the interobserver and intraobserver variability
of radionuclide ventriculography derived wall motion was made.
Radionuclide ventriculography wall motion was then compared to 2-
dimensional echocardiography wall motion and finally an assessment
of interobserver and intraobserver variability for 2-dimensional
echocardiography wall motion was made. These four comparisons
are considered below. For the comparison of regional ejection
fraction with regional wall motion Student's 't' test was used to
compare the differences between normal and abnormal wall motion.
For all other comparisons the results are presented as contingency
tables and the percentage agreement and disagreement are
discussed. Since these measurements are semiquantitative and
have an inherent correlation particularly since the number of
abnormal regions is relatively small, the calculation of chi

squared values and correlation coefficients is of no value.

Radionuclide ventriculography: regional ejection fraction vs

regional wall motion

Radionuclide regional wall motion has been assessed by other

authors (54-56,58,60,62) and it is generally agreed that there are
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four sites which can be assessed by gated LAO studies. These are
the posterolateral region, the apex, the inferoseptal region and
the septum.(Figure 26) The posterolateral regional is the
largest region and this was assigned two zones while the other
three regions were assigned to one zone each. In total therefore
five regions of wall motion were assessed on each scan. The
outflow tract area was not analysed. The position of these
regions was made by identifying the apex and the ocutflow tract
regions and assigning the five regions appropriately. The
computer analysis of regional ejection fraction does not take into
account variation in position of the apex and outflow tract. The
eight regions in the ejection fraction analysis are assigned
equally from 12 o'clock on the end diastolic image progressing
clockwise. Clearly therefore the five wall motion regions would
not always correspond to the same regional ejection fraction
regions. Regional wall motion was assessed independently of and
without reference to the results of regional ejection fraction.
However, at the time of wall motion assessment a note was made of
which ejection fraction regions would <correspond to the
appropriate wall motion regions. In general two of the ejection
fraction regions corresponded to the outflow tract and were not
considered. The two regions opposite corresponded to the apex and
these ejection fraction values were averaged for comparison with
the apical regional wall motion score. The remaining four
ejection fraction regions were therefore assigned to the four
appropriate wall motion regions. In the majority of cases

regions one and two of the ejection fraction corresponded to the
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two posterolateral regions, regions three and four corresponded to
the apex, region five corresponded to the inferoseptal region,
region six corresponded to the septal region and regions seven and
eight were the outflow tract regions.

In order to facilitate the scoring of regional wall motion the
16 frame cyclic gated images were first processed by a
spacial/temporal smoothing programme. Frame 1 (the end diastolic
frame) was then visualised using an appropriate colour coding
system and with appropriate adjustment of intensity to allow
definition of the left ventricular edge. The intensity score was
noted so that this could be reproduced during cyclical imaging.
A left wventricular margin was then drawn round the end diastolic
image. The 16 frame cyclical image was then played back at the
same intensity setting and with the end diastolic margin drawn
in. By varying the playback speed, including freeze frame, it
was possible to assess the degree of motion relative to the end
diastolic margin of each of the segments. An appropriate score
could therefore be assigned to each segment. Scores were
assigned relative to the most normal segment rather than as
absolute scores.

Figure 27 shows the results of comparison of wall motion score
against regional ejection fraction for 20 patients (100
regions). If the regional ejection fractions for those regions
with normal (4) wall motion are compared with those with abnormal
(0 — 3) wall motion, then the differences are statistically
significant using a Student's 't' test (p < 0.01 at rest and p <

0.01 during cold pressor). However, as can been seen there is a
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considerable overlap both at rest and during cold pressor.
Regional ejection fraction is presented as an absolute value,
while wall motion as discussed above is relative to other
segments. The broad scatter in ejection fraction values between
patients may therefore account for the overlap. The ejection
fraction values are therefore recalculated as relative values i.e.
the region with the highest ejection fraction was scored 100% and
all others scored relative to this. This data is presented in
Figure 28.

Despite this the overlap is still evident. Why then is
there this discrepancy? There are a number of reasons on
consideration of the results. In none of the 20 cases was
ejection fraction in the septum greater than 80% of maximum. It
seems unlikely that these cases all had abnormalities in the
septal region at rest and on exercise. It is likely therefore
that by radionuclide ventriculography measured ejection fraction
in the septum is normally lower than in the free wall. This may
be partly physiological due to the contribution of the septum to
right wventricular function and partly artefactual due to the
overlying vascular structures in this region which have isotope
persistence causing a reduction in measured ejection fraction.
To a lesser extent the same finding is true for region 1. In
this case due to isotope within the great vessels. While wall
motion in the septum was graded as abnormal in seven cases at rest
and ten cases during cold pressor the remainder had low ejection
fractions but were graded 4 for wall motion. Indeed all but one

of the 27 regions graded 4 with ejection fractions less than 80%
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of maximum at rest were either septal or in region 1. Similarly
19 out of 20 regions receiving similar scores during cold pressor
were in these two regions. If one wished to assess normality on
the basis of region ejection fraction in and individual then
clearly this cannot be done without reference to the anatomical
regions being considered. A relative ejection fraction of 70% in
the free wall may be abnormal while in the septum it is not.
This finding 1limits the use of measurement of regional ejection
fraction as an assessment of normality or abnormality in an
individual. It does not however preclude its use in group
studies as we have done. In the previous section of this thesis
regional ejection fraction was simply compared before and after
intervention without reference to abnormality or normality of the
values. In the absence of.a normal reference range for each
region similar to that used for the thallium study, this was
clearly the most appropriate thing to do.

We can therefore explain part of the overlap between regional
ejection fraction scores for regions with normal or abnormal wall
motion as being due to "low" normal ejection fractions in regions
1 and 6. More disturbing perhaps are those individuals with
abnormal wall motion and yet high regional ejection fractions.
Two regions at rest were scored grade 3 which had ejection
fractions of greater than 80% of maximum. Also one region was
felt to be akinetic with an ejection fraction of 60%. Moreover
the number of regions scored abnormal by wall motion with
relatively high ejection fractions increases during cold

pressor. These regions were re-evaluated to identify the reason
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for this discrepancy. While the occasional region appeared to
have been inappropriately scored, the majority were not. Two
factors were evident which may account for the difference in most
cases. Firstly regions next to more severe abnormalities tended
to be scored as abnormal i.e. a region scored 0 - 2 often had
regions scored 3 adjacent to it and in some cases these regions
have normal ejection fractions. This "guilt by association" is a
feature of wall motion analysis. In addition however, a number
of regions, particularly during cold pressor, were noted to have
delayed contraction or phase shift. Such a region would appear
hypokinetic or dyskinetic compared to the other regions and yet
may on its own produce a near normal ejection fraction. Such a
segmental delay in contractility would impair overall wventricular
function, perhaps reducing global ejection fraction if
sufficiently delayed and yet not show up on regional ejection
fraction analysis. In this respect wall motion analysis may
detect abnormalities missed by regional ejection fraction. A
final obvious consideration is the fact that regional ejection
fraction is a 3 dimensional or volume assessment which measures
change in count density. An abnormality in one plane may be
partially offset by a normal plane at right angles to it. wWall
motion analysis by this technique is more concerned with edge
following and may either detect an abnormality if in the correct
plane or miss it completely if not. This undoubtedly will
account for some of the difference between the techniques. In
summary therefore the correlation between the two suggests that

the analysis of wall motion by semiquantitative means is valid but
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the discrepancy between the techniques suggests that perhaps wall

motion assessment is sufficiently different from regional ejection

fraction to justify its use.

Radionuclide ventriculography: Interobserver and intraobserver

variability

Despite the above explanation doubt remains about the
reliability of wall motion analysis in the presence of this rather
weak correlation with regional ejection fraction. To strengthen
the case for regional wall motion assessment therefore it is
necessary to show that the technique has acceptable interobserver
and intraobserver error. Figure 29 shows a comparison of the
wall motion scores of 26 patients by two observers scoring the
scans independently. At rest there was an 85% agreement as to
whether a region was normal or abnormal. Furthermore in all 110
of these regions the observers agreed exactly as to score.
Nineteen regions were scored normal by one observer and grade 3 by
the other. In only one region was there a discrepancy of two
grades between scores. During cold pressor there was 78%
complete agreement on score with 83% agreement as to normality or
abnormality. In 27 regions there was a difference of opinion of
one grade in score and only in two regions was there disagreement
of two grades. Observer 1 analysed 12 scans on a second occasion
six months after the initial analysis and complete agreement was
found in 90% of cases. In no case was there disagreement of more
than one grade. These results compare favourably with those

published by Hecht et al wusing bicycle exercise in 1982.(127)
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The above results suggest that wall motion analysis by
radionuclide ventriculography is an acceptable technique with
moderate interobserver and intraobserver variability. In
addition it differs from regional ejection fraction analysis and
therefore, despite the fact that it is a semiquantitative

technique it may indeed be a useful adjunct to this.

Exercise echocardiography vs radionuclide ventriculography:

Wall motion analysis

The technique of recording and scoring regional wall motion by
2-dimensional echocardiography has already been described in
section 2. In order to compare it with radionuclide
ventriculography however, it was necessary to decide which regions
on echocardiography best reflected the five regions identified on
radionuclide wventriculography. For the two posterolateral regions
this was a straightforward choice in that they correspond to the
two regions in the free wall on a four chamber echocardiographic
image. Likewise the apex was taken from this view also. The
septum and inferoapical regions were less easy in that there were
several possible combinations from which to choose. To compare
the two remaining four chamber regions directly with the two RNV
regions would Dbe to the disadvantage of 2-dimensional
echocardiography in excluding the apical 1long axis view from
comparison. Since the aim of the exercise was not simply to
establish a correlation, but also to compare the different value
of the tests, it was decided to average the proximal septal score

on the four chamber echo view with the two septal regions on the
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apical long axis view and "round" up or down the score
appropriately e.g. 3 + 3 + 4 gives a score of 3.3 rounded down to
3 and 4 + 4 + 3 gives 3.6 rounded up to 4. The inferoapical
region was compared to a similarly averaged score derived from the
distal septum on 4C view and the inferior region on the apical
long axis view. The grade of scoring 0 — 4 was identical for
radionuclide ventriculography and 2-dimensional echocardiography.
Figure 30 shows the results of this comparison for 23 patients in
whom good quality echocardiograms and radionuclide ventriculograms
were obtained. At rest there was a close correlation between the
two techniques. There was total agreement on score in 100 out of
115 regions (87%) with agreement on normality or abnormality of
90%. In only two regions was there disagreement of greater than
one grade. On exercise the correlation was still evident.
However the number of regions with total agreement had fallen to
77 (67%) with agreement on normality or abnormality in 76% and
disagreement of greater than one grading in 11 regions (10%).
These results show a good correlation between techniques at
rest. The resting values are as good as those achieved above
when comparing observers for radionuclide wventriculography
alone. The stress comparison however reveals some differences
between the techniques. The pattern of scores suggests that in
many cases 2 dimensional echocardiography tended to score regions
lower than radionuclide ventriculography during stress but not at
rest. The breakdown of results for the four regions at rest is
shown in Figure 31 and during stress in Figure 32. These results

show that this pattern of more severe abnormality during exercise
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Interobserver variability of wall motion analysis by

171

cold pressor RNV

Rest

4 - - - 3 93

3 - - - 14 16

Observer 2 | - | - | 2 - 1

2

g ) o=] 3 )= - =

0 - = i s =

0 1 2 3 4

Observer 1

Figure 30

4

3

Observer 2
2

1

0

Cold pressor

Wall motion analysis: RNV v exercise echocardiography

Rest

a4 |- -]-| 5| 87

3 -1 |1 12| 5
R

N 2| -]-=1]1 1 1
v

1l =]=1]1 — | =

0 a b | — -

o 1 2 3 4

<zZx

- - 8 70
- 2 23 12
1 5 2 2
2 - — o
1 = — =
1 2 3 4
Observer 1

Stress

1 4 16 54
2 7 17 6
1 4 - 1
2 - o =
1 2 3 4

Echo




172

Figure 31

Wall motion analysis: cold pressor RNV v exercise echocardiography - Rest
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Figure 32

Wall motion analysis: cold pressor RNV v exercise echocardiography - stress
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echocardiography in the post exercise scans is consistent in all
regions. While it is possible that poor quality imaging after
exercise may impair echocardiographic scoring, on the whole in
such cases the tendency was to score regions normal rather than
abnormal. A direct comparison of the regional scores for various
patients with either technique suggests that the regions noted on
radionuclide ventriculography tend to be picked up also on
echocardiography. However the abnormalities on echocardiography
tended to be more extensive e.g. an inferoseptal defect on
radionuclide ventriculography would often extend laterally on
echocardiography. This may reflect an advantage of
echocardiography with regard to its ability to examine planes
separately but it is perhaps more likely to be due to the type of
stress test used. It is accepted that exercise, particularly
treadmill exercise, produces a greater degree of stress than the
cold pressor test. This higher degree of stress may account for
the more extensive wall motion abnormalities picked up on post
exercise echocardiography. There have been few published studies
comparing wall motion analysis by radionuclide ventriculography
with exercise echocardiography but those which have been published
would support the above viewpoint. Limacher et al (71) reported
a good correlation between exercise echocardiography and
radionuclide ventriculography. They too found a higher pick-up
rate by echocardiography. In their study treadmill exercise was
used for echocardiographic assessment and bicycle exercise was
used for radionuclide ventriculography. They noted that the

workload achieved by treadmill exercise was greater than that
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achieved by bicycle exercise and felt that this may well have
contributed to the better pick-up rates by echocardiography.
They did, in addition, suggest that inferior wall assessment was
particularly difficult using gated radionuclide ventriculography
and that this may also be a factor. They did not however report
specific regional results to support this hypothesis and indeed
our own study would suggest that this is not the case. Ginzton
et al (129) carried out a study comparing post exercise
echocardiography with first pass RAO radionuclide angiography.
In this study symptom 1limited upright bicycle exercise was used
for both techniques and the degree of exercise was found to be
similar. They studied three regions (anterior, apical and
inferior) and found a high degree of correlation between the
techniques irrespective of region studied. Their overall figures
are comparable to our own results with a similar degree of
scatter, however they did not find either technique to have a
higher pick-up rate. This suggests that the level of exercise
achieved by the stress test is perhaps the most important factor
in determining the different pick-up rates of these respective
techniques. Similar findings were reported by Romijn et al.(130)

The results of this comparison would suggest therefore that
exercise echocardiography may indeed be a more sensitive device
for monitoring wall motion abnormalities than radionuclide
ventriculography in our hospital, the main difference between the
techniques being due to differences between the stress tests
used. One must however bear in mind that it is not always

possible to obtain good 2-dimensional echocardiograms while
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radionuclide ventriculography is generally a more straight forward

technique to apply.

2—DIMENSIONAL ECHOCARDIOGRAPHY INTEROBSERVER AND INTRAOBSERVER

VARIABILITY

Thirty six pre and post exercise echocardiograms were analysed
by two observers separately and the results of wall motion scores
for the total of 360 regions are shown in Figure 33. As for the
previous techniques there was a good correlation between observers
at rest and on exercise. Observers agreed completely in 310 out
of 360 regions (86%) at rest with 89% agreement as to normality or
abnormality. In only one region was there disagreement of more
than one grade. During exercise there was 75% complete agreement
and 80% agreement as to normality or abnormality. Disagreement
of greater than one grade was present in 11 regions. Both at
rest and during stress observer 2 tended to grade abnormalities
more severely than observer 1. This may be partly due to the
fact that observer 1 carried out all of the echocardiograms and
was perhaps more familiar with the technique. Observer 1 was
also a more experienced echocardiographer and in addition was
familiar with the patients. Since none of the patients had
sustained a previous myocardial infarction, observer 1 might be
biased towards scoring these normal at rest. It is likely that
noting a resting abnormality would tend to influence scoring of
that region on exercise. These difference represent true
interobserver wvariability in analysis. While both observers

continued to score all scans during the study and disagreement was
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settled by consensus opinion, the "experience" of observer 1
tended to hold sway over observer 2 in cases of disagreement.
Intraobserver error was assessed by observer 1 who scored 12 scans
one Yyear apart. There was 89% agreement in scoring at rest with
no difference of greater than one grade and 82% agreement on
exercise with only two of 120 regions scored greater than one
grade apart.

The assessment of these techniques would suggest that they are
all of value in the assessment of left ventricular function. The
correlation between tests is generally good and where differences
have been detected explanations have been provided. Furthermore
the degree of variability in the technique is acceptable and
comparable to that of Crawford et al.(70) One must however bear
in mind that these analyses tell nothing about the sensitivity of
the investigations for the detection of coronary artery disease.
The generally good correlation between the techniques suggests
that they are all detecting true abnormalities in wall motion i.e.
that they are specific. The number of abnormalities detected by
either technique of wall motion analysis is however relatively
small, bearing in mind that this group of patients all have
evidence of coronary artery disease. This tends to suggest a
lack of sensitivity in the test or in the ability of the
individual to interpret the results. Wall motion abnormalities
either at rest or on exercise were detected in 84% of patients by
radionuclide ventriculography and in 72% of patients by exercise
echocardiography. All of these patients had abnormal exercise

tests and Thallium scintigraphy and were all deemed clinically to
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have ischaemic heart disease. The sensitivity of these
techniques is therefore relatively low compared for example to
Thallium scintigraphy. The sensitivity of exercise
echocardiography in particular is lower than that reported for
some authors.(71,131,132) In view of this, concern must remain
that neither technique will prove sufficiently sensitive to
monitor changes in abnormalities following exercise training.
With this reservation however, it is nonetheless of interest that
both techniques appear to have advantages over those reported in
previous sections. wall motion assessed by radionuclide
ventriculography allows the consideration of regions with delayed
contractility as well as those with hypokinesis and the superior
stress of exercise echocardiography produces more extensive wall
motion abnormalities than cold pressor stress testing. The
results of these techniques in the analysis of changes in wall
motion with exercise training will therefore be considered in the

next subsection.
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THE EFFECT OF EXERCISE TRAINING ON LEFT VENTRICULAR WALL MOTION

Methods

In the ©previous sub section wall motion analysis by
radionuclide ventriculography and 2-dimensional echocardiography
was validated. This sub section deals with the use of these
techniques to assess changes in wall motion following exercise
training. The method of radionuclide ventriculography has been
described earlier in this thesis and the studies available for
analysis are those discussed previously in the sub section on left
ventricular function i.e. 15 resting and 14 stress scans in the
exercise group and 12 resting and 11 stress scans in the control
group. The raw data from these scans was processed as described
in the previous sub section. In addition however transfer of
data from floppy discs to the Winchester hard disc was carried out
by an observer blinded to the group to which the patients
belonged. During transfer a code was applied to the scans which
could be used subsequently to identify baseline from one year.
while the other observer could identify to which group the
patients belonged he was not familiar with the coding. Therefore
neither observer had sufficient information to "bias" his analysis
of the results.

For exercise echocardiography 16 paired studies were available
in each group, three patients in each group being lost to follow
up and one patient in each group excluded due to myocardial
infarction. It was not possible to carry out this part of the

study without bias. One observer carried out all scans (the
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author) and subsequently analysed them. All patients were of
course known to the author. The second observer was not familiar
with either the patients or the order of scanning. In this case,

as with radionuclide ventriculography, a consensus score was

arrived at where observers disagreed.

Statistics

The summated scores for wall motion do not correspond to a
normal distribution by either radionuclide ventriculograpﬁy or 2-
dimensional echocardiography. For these global results,
therefore a mean and standard deviation for the group is quoted.
Intragroup analysis of paired data is therefore carried out using
a Willcoxon signed rank test. Where significant a p value is
quoted. Although intergroup analysis of regional data was
considered inappropriate, the global scores were treated in the
same fashion as global ejection fraction data and therefore
interval change was measured and intergroup comparison was carried
out using the Mann Whitney U test. The results of regional
changes are also shown. However since the number of patients
showing abnormalities in any given region is small no statistical

analysis of this data was attempted.

Results
a) Radionuclide ventriculography

Table 27 shows the total wall motion scores for the patients
in each group with the baseline (1) and one year (2) results given

for rest, stress and rest to stress change. In the exercise
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group there were few resting abnormalities on either occasion and
the mean wall motion scores of 19.7 + 0.46 and 19.9 + 0.37 at
baseline and one year reflect this. During stress at baseline
however the mean score fell to 18.4 + 1.02, while at one year the
fall was much less at 19.4 + 1.94. Comparison of the stress
results shows significant improvement in wall motion score during
cold pressor in this group (p < 0.005). No patient showed a
deterioration in wall motion score during cold pressor at one
year, 11 out of 14 showing an improvement. The rest to stress
change at baseline in this group was -1.3 + 0.91. By one year it
had improved to -0.5 + 0.76. This improvement was also significant
(p < 0.04).

In the control group resting wall motion score was lower at

baseline at 18.8 + 2.08. At one year it had risen to 19.8 +
0.45. This difference was largely due to one patient and was not
statistically significant using non parametric comparison. The

mean stress wall motion score in this group was lower than in the
exercise group but showed consistency over the year being 17.5 +
2.98 at baseline and 17.7 + 3.37 at one year. The rest to stress
change was -1.5 + 1.29 at baseline and -2.0 + 3.03 at one year.
In this group four out of 11 patients showed a deterioration in
stress wall motion score over the year, while five out of 11
improved. The difference in the number with improved stress
scores in the exercise group compared to the control group (11 out
of 14 wvs 5 out of 11) was significant by the Fisher's exact test
(p < 0.05). The interval change data is shown in Table 28.

Since this data 1is unpaired statistical comparison of the three
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Table 28

Interval change in total wall motion score by radionuclide

ventriculography
Exercise group Control group
Parameter Mean S.D. Mean | S.D. 'p'value
Rest +0.2 0.4 +0.9 | 1.8 NS
Stress +1.0 0.7 | +0.3 | 2.1 NS
R-S change +0.9 0.7 -0.5 2.8 NS

parameters using the Mann Whitney test showed no significant

differences. The mean change of +1 + 0.7 in the exercise group
was offset by a slight positive change (0.3 + 2.1) in the control
group. The rest to stress change of +0.9 + 0.7 in the exercise

group compares favourably with the rest to stress change of -0.5 *
2.8 in the control group.

The mean regional scores for the exercise group at rest and
during cold pressor are shown in Figure 34. The most common site
for abnormalities during cold pressor at baseline was the
inferoseptal region with a mean group score of 3.2. This had
improved to 3.8 at one year. There were too few abnormalities in

other regions to show much change, but no region deteriorated
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during stress and there were no septal abnormalities in the group
at one year.

b) Exercise echocardiography

The individual results for exercise echocardiography and group
means are shown in Table 29. Again there were few resting
abnormalities in the exercise group, reflected in mean wall motion
scores of 39 + 2.4 and 39.2 + 2.0 at baseline and one year
respectively. After exercise the mean wall motion score at
baseline fell to 36.7 + 3.5, while it was statistically better at
one year at 38.6 + 2.3 (p < 0.04). The rest to exercise change
was -2.3 + 2.7. At one year this had also improved to -0.6 *
1.5, this difference being statistically significant (p < 0.05).
By this technique the control group's resting wall motion scores
were 39.2 + 1.9 and 38.8 + 3.3 at baseline and one year, while the
exercise scores were 36.5 + 3.8 and 37 + 4.2 respectively.
Neither change was significant. The rest to exercise change was
-2.7 + 2.5 at baseline and -1.8 + 1.9 at one year and again this
was not significant. The proportion showing improved wall motion
in the exercise group (8 out of 16) was not significantly greater
however than that in the control group (6 out of 16). The
interval change data for both groups is shown in Table 30 while
the trend towards improvement in exercise and rest to exercise
scores 1is greater in the training group these failed to reach

statistical significance.
The regional breakdown of results for the exercise group is
shown in Figure 35. Again the numbers are small, the most

abnormal area at baseline being in the septum and apex on the four
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Table 30

Interval change in total wall motion score by exercise

echocardiography
Exercise Group | Control Group
Parameter Mean S.D. Mean S.D. 'p'value
Rest +0.2 1.0 -0.4 1.5 NS
Exercise +1.9 3.1 +0.5 2.5 NS
R-E change +1.7 3.0 +0.9 2.1 NS
chamber view. No area shows a deterioration at one year, the

greatest improvement is also in the septum and apex.

Discussion

The results of wall motion scores by the two techniques shows

consistency. Both techniques show that wall motion during stress
is improved following exercise training. Furthermore the degree
of improvement is very similar by the two techniques. At the

same time the control group's results have remained unaltered over
the year by either technique. Perhaps the only "discrepancy"
between the techniques is in the assessment of resting wall motion

score 1in the control group. However, as already mentioned, the
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low resting wall motion score at baseline by radionuclide
ventriculography was largely attributable to one patient. This
patient had evidence of extensive disease by all methods and
interestingly presented with "indigestion" after meals. This
subsequently was shown to be post prandial angina. It was our
practice to carry out radionuclide ventriculography at 2.00 p.m.
without fasting the patient and the low resting wall motion score
in this patient may therefore reflect silent post prandial
ischaemia at rest. Subsequently the patient was advised to eat
"little and often" which may account for the improvement at one
year.

The improvements in overall stress induced wall motion score
and rest to stress change are consistent by the two wall motion
techniques. In addition they mirror the changes shown by the
other techniques described in this thesis in that they suggest an
improved stress response after exercise training. It would be
wrong to draﬁ too many conclusions from the limited regional data
available. Consideration of the regions assessed by radionuclide
ventriculography shows the greatest baseline abnormality to be in
the region labelled as inferoseptal. In addition this region has
shown the most significant improvement at one year. Broadly this
is in agreement with the results of regional ejection fraction.
At first consideration there seems to be some discrepancy between
this finding and the findings of Thallium perfusion studies which
demonstrated the greatest improvement to be in the LAD vascular
territory. However consideration of the wall motion results

achieved by echocardiography perhaps gives a clue to the answer.
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The most abnormal region by this technique was the distal septal
region on the four chamber view. Again this region showed the
greatest improvement at one year. The pattern of change in
regional wall motion on the four chamber view is very similar to
that shown by radionuclide ventriculography. This suggests that
the inferoseptal region shown on radionuclide ventriculography is
indeed more septal than inferior reflecting the distal septal
echocardiographic region rather than the inferior wall. It is
after all appropriately sandwiched between the proximal septum and
apex. Further credence to this view is given if one compares the
regional wall motion results by radionuclide ventriculography and
by 2-dimensional echocardiography in the four chamber view with
the 45° LAO Thallium view. The pattern of change by the three
techniques is similar.

Two-dimensional echocardiography was chosen on the basis that

it would provide better localisation of wall motion
abnormalities. The above discussion would support that
viewpoint. It is disappointing therefore that the number of

abnormalities detected by 2-dimensional echocardiography in the
apical long axis view was small, particularly since the
corresponding Thallium views had best identified the perfusion
change. It is interesting to note however that the greatest wall
motion improvement was in the septal region and furthermore that
no abnormalities in wall motion could be detected at one year in
the septum and apex on the apical long axis view. Although this
data is "soft" it does perhaps support the view that the left

anterior descending territory has made the greatest improvement.
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Two studies have addressed the question of improved wall

motion following exercise training using radionuclide
ventriculography. Verani (60) failed to show any improvement in
wall motion. However as previously discussed he also failed to

show any improvements in perfusion and this is attributable to the
short duration low intensity programme which he used.
Ehsani(62), on the other hand, improvéd wall motion in 8 out of 10
of his exercise group using a much more intense and prolonged

programme. In contrast, the control group demonstrated five wall

motion abnormalities at baseline and seven at one year with only
one of the original five showing an improvement.

Two dimensional exercise echocardiography has not been used to
evaluate the effects of exercise training. However resting 2-
dimensional echocardiography was used to assess the benefits of

coronary artery bypass grafting (133) and exercise

echocardiography was successfully used to demonstrate resolution

of exercise induced wall motion defects after treatment with

nitroglycerine. (70) In this study we have shown that exercise

echocardiography can be as effective as radionuclide
ventriculography in monitoring changes in stress induced wall
motion abnormalities. In particular the superior spacial

definition of 2-dimensional echocardiography and the ability to
use this technique with high intensity treadmill exercise offer
useful advantages over radionuclide ventriculography. The use of
these two differing techniques has confirmed that regional

myocardial function can be improved by exercise training and that

this improvement is based on an improved ability of dysfunctional
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myocardium to cope with stress, whether that stress be due to the
cold pressor test or treadmill exercise. The nature and location
of these improvements supports the hypothesis that improved

perfusion may be responsible.
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AN ASSESSMENT OF EXERCISE TRAINING BY AMBULATORY ECG

MONITORING

Methods

The technical details of the Oxford Medilog MARS ambulatory
monitoring system and details of its use in this study are
contained in section II. As with the other investigations
ambulatory monitoring was carried out at baseline and one year.
The baseline measurements however took place one week after
commencing the exercise programme so that an assessment of the
response to the daily exercise programme could be made. The
analysis of the completed 24 hour tapes comprised of two phases.
Firstly the cassette was automatically analysed using the Oxford
Medilog (MARS) replay system to produce trend graphs of heart
rate, ST segment analysis and ventricular ectopic activity. In
addition an hourly summary of maximum and minimum heart rates plus
arrhythmias was produced. Samples of all types of complex with
relative frequency was also automatically printed. The second
phase of the analysis was to use this summary information to
select times of ST segment shift or arrhythmias and by entering
these times into the replay system print-outs of the two lead
ECG's were obtained. This manual check meant that all events
identified were confirmed as genuine and in no case was diagnosis
of ST segment depression or arrhythmia based solely on the
software used by the automatic analysis programme. This was
particularly important with regard to ST segment analysis since

the point of onset of ST depression could be accurately
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identified, the heart rate at that point could be measured and the
change in heart rate over the preceding minute could also be
ascertained.

Significant ST segment depression was defined as horizontal or
downsloping shift of greater than or equal to 1 mVolt from
baseline occurring 80 m secs after the J point and lasting for at
least 30 seconds. Individuals with obvious resting ST segment or
T wave changes in the monitored 1lead were excluded from
analysis. Ventricular ectopic or arrhythmic activity was
analysed firstly as the total number of ventricular premature
contractions per hour or per 24 hour period and secondly as the
maximum Lown grade of ventricular ectopic activity noted on the
individual's tape.(134) The Lown grading system is shown in

Figure 36.

Statistics

Data relating to heart rates were normally distributed and
therefore a Student's paired 't' test was used for intragroup
analysis. ST segment data did not conform to a normal
distribution however and this data was therefore analysed using
the Wilcoxon signed rank test. Similarly the data for total

ventricular ectopic activity was analysed using the Wilcoxon

test.
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Figure 36

Lown ventricular ectopic grading system

Grade 0 - No VPC's

Grade 1A - Occasional isolated VPC's (< 30/hr) < 1/min
Grade 1B - Occasional isolated VPC's (< 30/hr) < 1/min
Grade 2 - Frequent VPC's (> 30/hr)

Grade 3 - Multiform VPC's

Grade 4A - Repetitive VPC's; couplets

Grade 4B - Repetitive VPC's; salvos

Grade 5 - Early VPC's (Ron T)

Bernard Lown MD
Sudden Cardiac Death - 1978

Circulation 1979, 60; 1539-1599
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Results

a) Figures 37-42 show the hourly maximum, minimum and mean heart
rates for both groups at baseline and one year. For all three
parameters there was a trend towards lower heart rates in the
exercise group after training. Individual results were however
variable and the standard deviations large. The graphs of
maximum heart rate for the exercise group demonstrate in addition
maximum heart rates achieved during exercises themselves. These
were carried out at the weekly class from 2.00 - 3.00 p.m. Hence
the peaks at that time correspond to the maximum heart rate
induced by the exercise training programme. Despite the fact
that the baseline measurement was made at the lowest level of
exercise (level D- on chaét 1) the heart rate produced was much
higher than that during greater levels of exercise at one year.

The group means for minimum, maximum, mean and nocturnal heart
rate are shown in Table 31. The mean heart rate was calculated
by dividing the total number of beats per 24 hours by 1440. The
mean nocturnal heart rate was calculated by averaging the mean
hourly heart rates over six consecutive hours while the patient
was asleep, the six hour group chosen being that group between
midnight and 8.00 a.m. which produced the lowest mean heart
rate. Again the trend for all four measurements was towards a
reduction in heart rate after exercise training. However the
reductions in minimum 24 hour heart rate from 49.7 + 5.3 to 48.2 +
40 and mean 24 hour heart rate from 80.9 + 8.4 to 78.5 + 6.7 did
not achieve statistical significance. Maximum heart rate was

significantly lower after training at 142.2 + 16.1 compared to
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Table 31

Mean group 24 hour heart rates

EXERCISE GROUP CONTROL GROUP

Parameter| Baseline|One year| 'p' Baseline|One year|'p
mean+SD [mean+SD mean+SD [mean+SD
Min HR 50+ 5.3 | 48+ 4.0| NS 49+ 5.8| 51+6.4| NS

Max HR  |151+17.8 |142+16.1|¢0.05| [137+14.6[ 139+18 | NS

Mean HR 81+ 8.4 | 79+ 6.7 NS 79+ 6.8| 80+7.0] NS
Noct HR 66+ 6.3 | 63+ 4.6(<0.05 66+ 9.1| 69+7.8| NS
150.7 + 17.8 at baseline (p < 0.05). Mean nocturnal heart rate

was also significantly lower after training at 62.8 + 4.6 compared

to 65.9 + 6.3 before training (p < 0.04).

b) ST segment analysis: the individual results for ST depression,
frequency of ST depression and total duration of ST depression are
shown in Table 32, in addition to group means, standard deviations
and p values (Wilcoxon signed rank test). Maximum ST depression

in the exercise group at baseline ranged from 0 - 6 mm with a mean

maximum ST depression of 2.2 mm. This was reduced by 30% after
training to 1.5 mm (range 0 - 3.8 mm). This reduction was
significant with a 'p' wvalue of 0.04. This improvement is

reinforced by a reduction in frequency of ST depression from 8.3
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to 5.2 episodes per patient per 24 hours (p = 0.02). The total
duration of ST depression was also reduced from 63.7 mins to 37.7
mins per 24 hours (p = 0.02). Over the same period the control
group showed no significant change in any of the three parameters.

A breakdown of the characteristics of the episodes of ST
depression 1is shown in Tables 33 and 34. The total number of
episodes of ST depression in the exercise group was 141 at
baseline and 89 at one year, a reduction of 37%. Of the initial
141 episodes, 23% were associated with pain as reported by
patients in their diaries. At one year only 12% of the 89
episodes was painful. The mean number of episodes of painful ST
depression had decreased from 1.9 + 1.9 to 0.7 + 1.0, this
reduction being significant (p = 0.02). There were 108 silent
episodes at baseline and 77 at one year, representing a mean
frequency of 6.4 + 7.6 episodes per patient at baseline and 4.5 +
7.0 at one year. This difference however failed to achieve
statistical significance. In the control group there were 80
episodes of ST depression at baseline and 88 at one year. Twenty
four percent were painful initially and this had decreased to 12%
at one year, the reduction in painful episodes from 19 to 12 being
accompanied by an increase in silent episodes from 61 to 79.
There was no significant change in the mean frequency of either
painful or silent episodes in the control group.

The episodes can also be sub divided into those associated
with an increase in heart rate of greater than six beats per
minute during the minute preceding the onset of ST depression

(heart rate triggered) and those not so associated. In the
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exercise group there were 79 heart rate triggered episodes at
baseline and 45 at one year, representing a frequency of 4.6 + 4.6
at baseline and 2.6 + 3.5 at one year. This difference was
statistically significant (p = 0.008). The incidence of non
heart rate triggered events also fell from 3.6 + 4.9 (62 events)
to 2.6 + 3.9 (44 events). This reduction however failed to reach
statistical significance. In the control group there were 47
triggered and 33 non triggered events at baseline and 59 triggered
and 29 non triggered at one year with no significant change in
mean frequency of either type. Figure 43 shows a frequency
histogram of duration of ischaemic episodes showing that at
baseline there was a relatively even distribution of frequency of
episodes in the four bands up to 30 minutes duration. However at

one year there was a relative reduction in frequency of episodes

exceeding 5 mins duration. Therefore not only were there fewer
episodes, but those episodes which did occur tended to be
shorter. These two facts together account for the marked
reduction in total duration of ischaemic time. Figure 44 shows

similar histogram for the control group showing consistency over
the one year period.

The mean heart rate at onset of ST depression, mean maximum
heart rate during ST depression and mean maximum degree of ST
depression per episode were all unchanged in either group over the

one year period.

c) Arrhythmias: Figures 45 and 46 show the hourly total number of

ventricular premature contractions for the two groups, both groups
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showing an increased frequency of VPC's at one year. Although
the total number of VPC's increased greatly in each group, these
increases were accounted for by one or two patients in each group
and the mean change was not statistically significant. Table 35
shows the maximum Lown grading achieved by each patient. At

baseline only six of 17 patients had a Lown grading of two or

greater. At one year seven patients were graded two or
greater. In the control group only two of the 14 patients were
graded two or greater at baseline and three at one year. Five

patients in the exercise group had identical Lown gradings on both
occasions while seven had improved grading and five were graded
worse at one year. Among the controls ten patients showed no

change, one improved and three got worse.

Discussion

There are no previous studies of ambulatory monitoring during
exercise training with which to compare these results. The
technique has however been used to assess drug therapy in angina
pectoris (135-138) and one can therefore compare the antianginal
efficacy of exercise training with drugs in these studies. The
reduction in heart rate is perhaps 1less than might have been
expected after training. Other published data from the Victoria
Infirmary has compared mean hourly heart rate in veteran athletes
with matched <controls and shown that the athletes have
significantly lower heart rates.(139) However athletes while
active during sport tend to be no more physically active at other

times than normal, allowing a fair comparison of heart rates



Table 35

215

Lown grading of ventricular ectopic activity at baseline and one year

Control Group

Exercise Group
Baseline One Year
Lown Number of Number of
Grade patients patients
0 0 2
1A 10 7
1B 1 1
2 3 3
3 1 1
4a 0 1
4B 1 2
5 1 0

Baseline One Year

Lown Number of Number of
Grade patients patients

0 1 0

1A 1 11

1B 0 0

2 0 1

3 0 1

4A 1 1

4B 1 0

5 0 0
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between the two. In the group studied here however it was clear
that most of the patients with angina were on medical advice
relatively sedentary individuals at baseline and that by the end
of the year this trend had been largely reversed and they were
encouraged to be physically active as often as possible. It is
possible therefore that the expected reduction in mean heart rate
has been offset by an increase in activity level. The resting
bradycardia of the athletic individual is evident however in the
significant reduction in nocturnal heart rate implying an increase
in resting vagal tone.

The graphs of maximum heart rate also provide evidence of the
training effect when the heart rates between 2.00 and 3.00 p.m. on
the two occasions were compared. In all cases this corresponds
to peak heart rate during the exercise class. This has been
significantly reduced after training despite a much higher level
of exercise on that occasion. Likewise the group maximum heart
rate shown in Table 31 decreased from 150.7 to 142.2 despite the
overall increase in physical activity. These various heart rate
parameters support the belief that the improvements in heart rate
response to exercise are not confined to treadmill measurements
but do genuinely carry over into normal daily activities.

what then can we say about myocardial ischaemia during daily
activities? The baseline parameters for the exercise group do
show a rather higher maximum ST depression and higher mean
frequency of ST depression than the control group. One must
remember however that this test, unlike the others, was carried

out after randomisation and after exercise training had commenced.
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Intergroup éomparison is not relevant therefore and was not
carried out. Most individuals performed their exercises on two
occasions during the 24 hour period (prior to retiring to bed or
rising from it and at the exercise class). In the majority of
cases this represents two "deliberate" episodes of provoked
ischaemia accounting to a large extent for the difference in mean
baseline frequency of ST depression between the groups (8.3 vs
5.7). Since in many cases ST depression occurred during
exercises this also partly explains the difference in extent of ST
depression (2.2 vs 1.4). That aside however the intragroup
change in the exercise group over the one year period is striking,
particularly considering the apparent increase in physical
activity. Not only has the maximum ST depression decreased
significantly, but the frequency and duration of ST depression
have decreased by 37% and 41% respectively so that at one year
both parameters are less than the corresponding parameters in the
exercise group. The frequency histogram in Figure 43 also
demonstrates that episodes of ST depression tend to be of shorter
duration after training. The antianginal effect of the training
programme previously demonstrated on the treadmill is therefore
clear during ambulatory monitoring also. There are fewer
episodes and those which do occur are shorter such that total
ischaemic duration is reduced. The argument that encouraging
such physical activity in the presence of ischaemic heart disease
may be dangerous since it actively provokes ischaemia is somewhat
weakened in this context since paradoxically we have reached a

situation where there is 1less ischaemia despite an increased
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physical activity. The reverse side of the coin must also be

true however. If the hypothesis that provoking ischaemia is
effective as a mean of collateralisation is a true one, then we
have also reached a situation where the control group are now
being stimulated more than the exercise group. In order to
maintain the stimulus therefore it may be necessary to increase
exercise duration and intensity.

The antianginal efficacy of exercise training as measured by
ambulatory ECG monitoring is comparable to that wusing drug
therapy. Quiyyumi studied a group of patients with severe angina
pectoris whose baseline measurements of ST depression are similar
to the group studied here in terms of frequency, duration and
extent of ST depression and incidents of painful and silent
ischaemia. (135) They were treated with Atenolol and Pindolol in
a double blind crossover study. Pindolol decreased the frequency
of ischaemic episodes by 30% while Atenolol produced a reduction

in frequency of 53%. Duration of ischaemia was reduced by 30%

with Pindolol and 45% with Atenolol, figures not dissimilar from
those produced by the exercise group studied here. Studies with
calcium blockers show similar degrees of efficacy (136-138) though
interestingly Nifedipine, the drug used as antianginal therapy in
this study, appeared not to decrease frequency or extent of ST
depression when studied by Bala Subramanyan.(138)

One of the major discoveries resulting from the use of
ambulatory ST segment monitoring is that the typical heart rate

provoked ischaemic painful episode of ST depression is very much

in the minority. Studies have shown that the majority of
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episodes of ST depression are painless (74,75,140,141) and also
that most are not triggered by increases in heart rate.
(75,140,142) The question of how exercise training might affect
these two parameters is of great interest. It might, perhaps by
increasing endogenous opiate production, reduce painful episodes.
It might also, due to its effect on the heart rate response to
exercise training, decrease episodes which are heart rate
triggered. From the above results, these two facts appear to be
true. Painful episodes were indeed decreased but there was, in
addition, a reduction of 29% in silent episodes though this was
not statistically significant. Since studies have shown that
painless episodes are otherwise identical to painful episodes
(75,76,140) this finding would suggest that the primary effect in
the exercise group was a reduction in ischaemia and that
superimposed on this was a tendency for fewer episodes to be
recognised by the patient, whether this be due to opiate
production or perhaps "denial". In the control group on the
other hand, while painful episodes decreased, silent episodes
increased. Though neither change was significant it is clear
there was no overall decrease in ischaemia but a tendency to
report pain less often.

In the exercise group the picture with respect to heart
rate triggered or non heart rate triggered events was similar.
Both were reduced but only the heart rate triggered were
significantly reduced. As discussed above one might expect the
training effect to reduce such episodes. It is likely that there

would be fewer sudden increases in heart rate in trained
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individuals and therefore a decrease in ischaemia induced by such
changes. That there was a reduction in non heart rate triggered
events, is encouraging and one would like to see such a trend
studied in a 1larger group to see if it too would be ultimately
statistically significant.

Interestingly despite the reduction in heart rate triggered -

ischaemia, this did not produce a fall in the mean heart rate at

onset of ST depression. This parameter was unchanged over the
year. Unlike the ST threshold on treadmill testing this does not
appear to reflect improvements in myocardial perfusion. The mean

heart rate at onset of ST depression is however relatively low as
is usually found with ambulatory monitoring indicating that
increases in heart rate are only part of the equation even in so
called heart rate triggered episodes. Clearly also the mean
maximum heart rate during episodes and mean maximum ST depression
were unchanged, again failing to produce supportive evidence of a
change in threshold for ischaemia. These parameters however
perhaps reflect a lack of sensitivity in ST segment monitoring
compared to the more rigid laboratory setting of treadmill
testing. The variability of other factors in the ischaemic
process and the ability to monitor only two leads limits the
effectiveness of this procedure. Nonetheless in practical terms
it has demonstrated a reduction in frequency and duration of
ischaemia, whether this be due to an antianginal training effect
or a genuine improvement in blood supply.

The monitoring of arrhythmias was always likely to be beyond

the study of this sort. While early studies suggested that PVC's
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were important indicators of risk of sudden death (143,144), it
has since been recognised that there is a great variation in the
occurrence of arrhythmias during ambulatory monitoring (134) and
that while episodes in Lown class I are common, they are also
therefore poor discriminators for identifying patients at risk of
sudden death.(145,146) More complex arrhythmias on the other
hand do seem to predict sudden death but are much more variable in
their occurrence and overall are less common. (145,147) A small
group such as this would inevitably produce too few serious
arrhythmias and those produced would become irrelevant in the
context of natural wvariability in their occurrence. (148) All
that one can say is that training produced no evidence of a
reduction in ectopic activity and little change in the more
serious arrhythmias with approximately one third improved, one
third worse and one third unchanged.

There is evidence that a reduction in sympathetic tone or an
increase in parasympathetic tone is associated with increased
electrical stability in the myocardium (149) and one might
therefore expect exercise training to lead to such an
improvement. Indeed one epidemiological study has suggested that
in untrained individuals vigorous exercise 1is associated with
increased risk of sudden death but that in the trained population
this is not s0.(150) Blackburn also showed that during stress
testing, trained individuals were less 1likely to produce
PVC's.(151) However as with most training benefits, the first
real evidence of decreased susceptibility to ventricular

fibrillation as a direct result of exercise training has been
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shown in an animal study.(152) Billman demonstrated that
training altered the barroreflex slope, an abnormality which
predisposed to ventricular fibrillation. All dogs with such an
abnormality pre training lost it after training and also lost
their susceptibility to ventricular fibrillation.

Though this study has shown improved myocardial perfusion it
has not shown any reduction in premature ventricular activity.
While this is most likely to be due to the natural variability in
such activity and the need for much larger numbers, it is possible
that ischaemic heart disease provides the substrate for
ventricular ectopic activity and that subsequent improvement in
perfusion will not change that substrate. It is further possible
that independent of ventricular premature activity, the changes in
neurogenic activity induced by exercise training may be associated
with a decreased likelihood of such ventricular premature activity
degenerating into ventricular fibrillation. Such a possibility
has prompted other authors to recommend the evaluation of exercise
training as a treatment for individuals with increased

susceptibility to sudden death. (153)
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OBSERVATIONS ON THE RELATIONSHIP BETWEEN PHYSICAL FITNESS AND

BETABLOCKADE

Throughout this thesis reference has been made to the anti
anginal effects of exercise training. In the preceding
subsection it was suggested that the efficacy of exercise training
as assessed by ambulatory monitoring was comparable to traditional
therapy. At the beginning of this section the effect of training
on treadmill performance was evaluated, the results in the
laboratory setting being even more impressive. Furthermore the
mode of action of exercise training in altering sympathetic and
parasympathetic tone raises a number of questions with regard to
comparisons and interaction with betablocking drugs. A number of
studies have investigated the efficacy of training in the presence
of Dbetablockade, (154-156) but none to date have directly compared
the two. This subsection therefore compares the antianginal
efficacy of exercise training with betablockade and examines the

effect of betablockers before and after exercise training.

Methods

During the initial series of investigations exercise patients
who had completed exercise echocardiography and Thallium scanning
were prescribed 100 mg of atenolol daily for one week. An
exercise test was then carried out exactly 24 hours after the
final dose of atenolol. The patients then took a further 100 mg
of atenolol 36 - 48 hours after the last dose to alleviate the
effects of sudden withdrawal of betablockade. At the end of one

year during the same stage of the repeat investigations the
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process was repeated. Interestingly all but one patient

tolerated the betablockade during the baseline investigations and

therefore data are available for the 17 patients referred to in

the subsection on treadmill performance. However at one year

only 10 of these patients were able to tolerate betablockade, the

remainder complaining of extreme fatigue.

Statistical analysis

As 1in the subsection on treadmill performance the parameters

studied are expressed as mean + standard deviation. Comparison

is made using Student's 't' test for normally distributed data and

the Wilcoxon signed rank test for non parametric data.

Results
a) Comparison of training and betablockade. The results of

the 10 parameters measured are shown in Table 36. The reduction
in resting and submaximal heart rate achieved by training is not

as great as that by betablockade. Betablockade with atenolol

clearly reduces resting heart rate in particular. This fell by a
mean  of five beats during training and 17 beats during
betablockade. During exercise however the difference is less
marked and the three 1lines are parallel as shown in Figure 47.
Training decreased stage I and II heart rates by 13 beats, while
atenolol decreased them by 23 beats.

Figure 48 summarises the results of those parameters which
reflect disease severity. On maximal exercise training produced

an increase in maximum heart rate from 128 + 17 beats per minute
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Figure 47 Graph of mean heart rate against treadmill protocol
stage for the exercise group at baseline, after beta-

blockade and after training
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Effect of training or atenolol

Treadmill parameters of disease severity

Fipure 48
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to 138 + 21 beats per minute (p < 0.05), while with betablockade
maximum heart rate was reduced to 109 + 12 beats per minute (p <
0.001). Similarly maximum double product was increased by
training from 219 + 55 to 244 + 67 (p < 0.05) and decreased by
atenolol to 164 + 44 (p <« 0.001). Likewise the submaximal
measure of disease severity, the double product ST threshold, was
increased by training from 183 + 51 to 205 + 64 but decreased by
atenolol to 143 + 43. Both training and atenolol reduced maximum
ST depression by similar amounts (1.9 + 0.9 at baseline, 1.6 + 1.0
for atenolol and 1.6 + 1.2 after training).

The combined parameters of treadmill performance showed that
both atenolol and training produced large improvements in time to
1 mm ST depression, treadmill time and treadmill workload.
Atenolol increased time to 1 mm ST depression by 100% (374 + 749
seconds vs 769 + 439 seconds), but training produced a 136%
increase in this parameter to 881 + 668 seconds. Similarly
treadmill time was increased from 741 + 356 seconds to 974 + 430
seconds by atenolol (31% increase: p < 0.001) but to 1272 + 514
seconds by training (72% increase: p < 0.001). Treadmill
workload increased from 5.6 + 1.9 METS to 7.6 + 2.2 METS with
atenolol to 9.7 + 2.8 METS with training. Improvements in these
parameters achieved by exercise training were significantly better
than those achieved by beta blockade (Figure 49).

b) A comparison of betablockade before and after training.
Table 37 shows the results for the sub group of patients who
tolerated beta blockade after training. Resting heart rate was

unchanged by training in this sub group (82.9 + 9 vs 81 + 10) and



1800 -
229

1400
i 430

1000- Ts >

600 741

1272

974

Treadmill time, secs

Iz-g
10'-

7.6

6.3

Treadmill workload, mets

1400
668

1000 - 439
- i 881

7
600 ]359 -~

Time to 1Tmm ST depression, secs

Figure 49 Combined treadmill performance parameters: Effect of
training or atenolol



230

Table 37

Comparative effect of atenolol before and after training on parameters of

treadmill performance

Baseline Atenolol 1 Trained Atenolol 2

(mean+SD) (mean+5D) (Mean+SD) (mean+SD)
Resting HR 82 + 9 65 + 10 81 + 10 65 + 9
St I HR 108 + 12 88 + 12 97 + 15 79 + 10
St II HR 114 + 17 93 + 13 103 + 17 82 + 10
Max HR 125 + 18 108 + 12 137 + 21 108 + 14
Max DP 205 + 61 164 + 50 245 + T 167 + 48
DP/ST threshold 178 + 62 | 151 + 54 222 + 77 141 + 43
Max ST depression| 1.8 + 0.9 | 1.4 + 1.0 1.5 + 1.4 1.5 + 1.1
Time to 1 mm 386 + 353 | 830 + 373 1048 + 689 | 1041 + 463
Tread. time 714 + 240 | 971 + 331 1352 + 534 | 1383 + 475
Workload (METS) 4.4 + 1.3 | 5.6 + 1.6 8.0 + 2.9 7.6 + 2.3
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fell by similar amounts after betablockade on both occasions (65 +
10 wvs 65 + 9). Sub maximal heart rate was reduced by
betablockade and by training in a similar fashion to that
described above for the whole group. Betablockade however
produced a further reduction in sub maximal heart rate after
training (Figure 50).

Those parameters which reflect disease severity (maximum
heart rate, maximum double product and double product ST
threshold) all improved by exercise training. However as with
the larger group, betablockade produced a worsening of these
parameters and despite the improvement with training the results
with betablockade on the two occasions were constant. Maximum
heart rate was 108 on both occasions, maximum double product was
164 + 50 initially and 157 + 48 on the repeat occasion and double
product ST threshold was 151 + 54.2 initially and 141 + 43 on the
second occasion.

Although betablockade was associated with improved treadmill
time and workload as well as time to 1 mm ST depression and

maximum ST depression before training, there were no such

improvements after training.

Discussion

The reduction in submaximal heart rate achieved by exercise
training in this study is 57% of that achieved by 100 mg of
atenolol. Atenolol was chosen as one of the most commonly used
betablockers and one which produces marked reductions in resting

and submaximal heart rate at this dose. The degree of
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bradycardia produced by training would compare favourably with the
more modest degrees of betablockade produced by other regimes.
In addition to this effect however it is important to look at the
effects on maximum heart rate. Previous studies have shown that
betablockade resulted in a reduction in angina threshold
indicating a deleterious effect on the balance between myocardial
oxygen supply and demand.(158,159) Several mechanisms have been
postulated including a rise 1in end diastolic volume leading to
increased wall tension, reduced contractility and impaired distal
coronary perfusion. Whatever the mechanism, the effect is to
impair the improvement in exercise tolerance which would be
expected from such a lowering of submaximal heart rate. This
study confirms this finding. While training has improved those
parameters which indicate disease severity (maximum heart rate,
maximum double product and double product ST threshold)
betablockade has produced a deterioration in them. As a result
of the divergent effects of training and betablockade on these

parameters, exercise training has produced a greater improvement

in treadmill time, time to 1 mm ST depression and treadmill
workload than atenolol, despite the lesser degree of
"bradycardia". In this group, the anti anginal effect of

exercise training is clearly superior to that of 100 mg of
atenolol. Furthermore the sense of wellbeing produced by
training contrasts with the side effects reported with atenolol in
these young patients even at baseline (tiredness and cold
peripheries).

While this study may be criticised for comparing one week's
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betablockade with one year's training, it is unlikely that more
prolonged betablockade would be more beneficial, since, if
anything, down regulation of beta receptors may be expected to
decrease the efficacy of betablockade.

The subgroup of patients who were betablocked before and
after training have shown interesting results. Firstly it is
clear that the effects of atenolol and training on submaximal
heart rate are additive. This 1is not surprising since
betablockade works by competitive inhibition of receptor sites.
If training decreases sympathetic tone then the 1level of
noradrenaline at the receptor site would be lower and hence the
effectiveness of atenolol greater. Secondly it is of interest
that this subgroup showed no reduction in resting heart rate after
training. This lack of effect, despite a clear reduction in
submaximal heart rate, suggests that resting parasympathetic tone,
said to be the major determinant of resting heart rate, was not
altered in this subgroup. It was however altered in the larger
group and clearly the seven patients who did not tolerate
betablockade were the individuals with most marked resting
bradycardia (mean resting heart rate 74 + 9 after training). It
is possible that increased resting para sympathetic tone is
therefore associated with poor tolerance to betablockade.

Finally the constancy of maximum heart rate, maximum double
product and double product ST threshold during betablockade
despite the Dbackground of improvement in these parameters
following training suggests that if improved perfusion is the

mechanism behind the increased maximum heart rate, maximum double
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product and double product ST threshold after training, then this
improvement is not effective in the presence of betablockade. of
the factors discussed above by which betablockade may produce a
deterioration in parameters of disease severity, impaired distal
perfusion would seem to fit the hypothesis best, since such
impaired perfusion may lead to an impairment in collateral
function.

In summary therefore this subsection has demonstrated the
superiority of exercise training to betablockade when assessed by
treadmill performance. Furthermore the use of betablockade
before and after training has highlighted the differing roles of
para sympathetic and sympathetic tone on resting and submaximal
heart rates and their modification by exercise training. Finally
it also supports the concept of collateralisation as a means of
improved perfusion after training and suggests that beta blockade
by its effect on distal coronary perfusion may impair such

collateral function.
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SECTION IV

GENERAL DISCUSSION
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In the preceding section the results of the various studies
have been reported and discussed in a logical order to try to
answer the central question regarding the effect of exercise
training on myocardial perfusion. I have attempted to build up
the argument for the hypothesis by showing that each set of
results agrees with the preceding set and that each fresh piece of
evidence strengthens the case. I believe it is reasonable to say
that these investigations support the viewpoint that exercise
training can improve regional myocardial perfusion and that

enhanced collateral function is a possible mechanism for this

improvement. The evidence is however circumstantial and one must
be wary of overstressing the case. There have been many
difficulties both in designing and in carrying out this work. In

Section I and II I have discussed those problems which were
anticipated beforehand and which were as far as possible dealt
with in the design of this study. In this section I would like
again to address some of the problem areas already discussed in
the earlier sections and in addition to mention some other
problems which were not anticipated. The recognition of these
areas inevitably leads to a consideration of how the study might
be improved or of areas which merit future investigation.
Finally I would also like to touch on the possible implications of
these results for the management of patients in the future.
Inevitably many of the points raised in this section are based on

the authors observations and are anecdotal but where possible they

are supported by specific examples.
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At the outset it was considered important for the outcome of
this study that the most appropriate group of patients should be
chosen. The absence of myocardial infarction simplified the

study and on theoretical grounds increased the 1likelihood of

success. Despite the common features it is clear however that
this group was quite heterogeneous with respect to extent and
severity of coronary artery disease and with respect to outcome.
Symptomatic improvement was the rule throughout the group but when
one looks closely at treadmill performance and change in
myocardial perfusion the results are less predictable. It was
considered at the outset that if myocardial perfusion was improved
then this would be accompanied by improvements in those parameters
of treadmill performance which indicate disease severity. As
already discussed there was for the group overall only a small

in these parameters, yet some patients did show large

improvement
improvements while others showed no change. Neither of these
responses need indicate failure to improve perfusion. The

patient who increases his myocardial oxygen consumption may have
produced an effective collateral flow to the most ischaemic
region. This may be by producing its own intravessel bypass in
the form of one or more collaterals around the severe lesions.
It may alternatively be by bypassing a lesion via a collateral
supplied from another vessel feeding distal to the lesion, or it
may be by distal filling of the diseased vessel as is often seen
in right to 1left filling of a diseased LAD. The patient who
fails to increase his maximal myocardial oxygen consumption has

clearly been unable to effectively supply the most ischaemic
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region by an alternative means. He may however have

significantly reduced the ischaemic area by collateralising around

the periphery of the ischaemic zone. The fact that the Thallium

studies have shown a significant improvement in degrees of

ischaemia with no apparent change in depth of ischaemia may

support this viewpoint. Here again however we have a

difficulty. If we are suggesting that depth of ischaemia is the

limiting factor on exercise tolerance then it may also be a

reproducible end point for a given individual. The patient who

improves the blood supply to his most ischaemic area may therefore

simply increase his maximal cardiac workload until that area

becomes as ischaemic again. Obviously in these circumstances

Thallium would show no improvement in depth of ischaemia. Our

predilection for an improvement in degrees of ischaemia rather

than depth of ischaemia may therefore be an inherent difficulty

within the technique of Thallium scintigraphy rather than a

genuine finding.
The above discussion perhaps highlights the major limitations

in the techniques used in these studies. At the outset I

acknowledged the 1limitations of Thallium scinitigraphy for the

study of myocardial perfusion and attempted to overcome some of

these limitations by narrowing down the study group. Despite
this we are still left with the potential for a large variability
in extent and site of initial lesions leading to an even greater
number of possible modes of collateralisation. Added to this are

the changes in cardiovascular efficiency of peripheral origin and

their effects on Thallium handling. It is asking a lot of a very
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limited technique to unravel this complex interaction of factors.
Nonetheless as the results stand they do suggest that the extent
of ischaemia detectible by Thallium scinitigraphy is reduced as a
result of exercise training. These changes appear localised in
nature and not particularly related to improvements in exercise
tolerance. They occur despite evidence of equivalent or greater
cardiac work and it is difficult to attribute them to improved
peripheral cardiovascular efficiency. The- rather complex
technique of Thallium scinitigraphy used has, I believe, been
justified in that it has come as close to providing an answer to
the question as the technique will allow. In addition by
demonstrating these varied responses it has suggested further
areas of study which should be addressed by future techniques.

The analysis of global and regional 1left wventricular
function, considered to be important at the outset of this study,
is even more important bearing in mind the apparent predilection
for improvement in the left anterior descending territory.
Despite the apparent positive findings of Technetium angiography
one's enthusiasm is again tempered by doubts about the techniques
used. Perhaps a more sensitive gamma camera and the use of first
pass studies would have helped. Certainly the use of the poorly
understood technique of cold pressor stress adds to the doubts.
Exercise echocardiography too is a difficult technique to
quantify.

Ambulatory ECG monitoring has allowed one to study the
improvements in exercise tolerance in an every day environment and

furthermore has provided an interesting assessment of the effects
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of exercise training on silent ischaemia. First consideration
suggests that it would be a useful technique for assessment of the
individual response to exercise training. One must however bear
in mind that there is a natural day to day wvariability in
frequency and extent of ischaemia which limits the value of such
assessment. Furthermore one should also appreciate that the
current systems allow analysis of two leads and that this may mean
that ECG changes are missed. A more prolonged period of
ambulatory monitoring, associated perhaps with an attempt to
position the 1leads over the site of maximum ST change, would
enhance the wuse of this technique for individual assessment as
well as for a group study of this sort.

The one investigation which was available but not used in
this study was coronary angiography. The reasons have already
been outlined but it is clear from the comments in this section
that, despite those initial views, coronary angiography would have
been of interest. Its use to demonstrate collaterals would have
been open to criticism as explained, but having put forward a
number of complex ways in which Thallium perfusion may have been
improved then the argument would have been much more convincing if
it were backed up by details of the underlying coronary anatomy
and visible collaterals in individual cases. This might have
supplied important information also on why some patients improved
myocardial perfusion while others did not. Intracoronary xenon
has also been used to delineate patterns of myocardial perfusion
at rest and during exercise. (160) The use of such a technique in

this study, either serially or at the end of the study, would have
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been invaluable. Xenon studies have shown that cross perfusion
between the right and left coronary arteries may be present both
at rest and on exercise, at rest alone, or on exercise alone. In
light of the improved stress responses shown in this study the
xenon perfusion patterns would not only allow confirmation of
collateral flow but would also help to demonstrate whether this
improved flow related to denovo creation of collateral channels or
to enhanced performance during stress of channels which were
already present at rest. With hindsight therefore this study
could have been improved by using a combination of exercise
Thallium scintigraphy and coronary angiography with xenon
perfusion studies. The addition of rapid atrial pacing would
have allowed the analysis of left ventricular function and xenon
perfusion during stress. Whether one could ethically justify
such a study is of course open to debate.

One final difficulty in performing this study requires
mention. It is not a study which can easily be carried out in a
blinded fashion. Both patient and observer bias inevitably will
play their part. This study was carried out almost entirely by
the author, assisted by technical and para medical staff. To
have one person supervising the exercise training programme and
also carrying out the tests is not ideal. It would have been
much more preferable, had staffing allowed, if a separate
individual could have carried out the investigations. The use of
observer independent computerised techniques was in the
circumstances the best way round this difficulty. Nonetheless

working with this group of patients it is difficult not to be
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impressed by the marked improvements in wellbeing which have taken
place. It is possible that this may introduce some subtle bias
during investigation and clearly it also hinders one's objectivity
in interpreting the results. Perhaps it does however allow one
to take a more holistic view of such a study and to discuss some
of the more general points of interest which have arisen.

Can we draw any conclusions from this group of patients
regarding which patients to choose for future exercise training
programmes? The group is small and one must beware of drawing
too firm conclusions, however it does appear that improvement in
myocardial perfusion and function may not be related to initial
disease severity. As discussed earlier, it was considered
important to the outcome of this study that the most appropriate
group of patients should be chosen. In particular the absence of
myocardial infarction simplified the study and increased the
likelihood of success. It does not of course imply that
improvements in myocardial perfusion are impossible in the
presence of myocardial infarction but perhaps that the association
of reversible ischaemia in conjunction with myocardial infarction
is 1likely to imply more diffuse disease and less opportunity for
collateralisation.

Despite the common features it is clear that this group was
quite heterogeneous with respect to extent and severity of
coronary artery disease. Symptomatic improvement was the rule
throughout the group despite this wvariability and furthermore
improvement in myocardial perfusion and function was not related

to initial disease severity. Patient E.P. displayed the largest
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perfusion defect occupying 80% of the circumference of the
anterior view and an average of 56% of all three views. This
abnormality traversed the vascular territory of all three major
coronary branches and was associated with a fall of 7% in ejection
fraction during cold pressor stress and severe hypokinesis on
regional wall motion assessment. Furthermore on ambulatory ECG
monitoring 13 episodes of ST depression totalling 95 minutes in 24
hours were recorded with the maximum ST depression of 4.6 mm.
(Figure 51) This patient was unable to work and required to be
accompanied when travelling because of frequent angina. On his
second attendance at the exercise class he collapsed with chest
pain and marked hypotension while climbing one flight of stairs to
the exercise class. Despite this he was asymptomatic at one
year, his treadmill exercise duration had increased from 5 mins 21
secs to 26 mins 47 secs (4 METS to 11 METS) and his perfusion
defect had decreased by 60%. The only episode of ST depression
noted on ambulatory monitoring was during his daily exercise
programme. (Figure 52) In this small study therefore disease
severity did not seem to be of overriding importance.

Perhaps more disappointingly exercise performance could not
be used as a guide to likely improvement. Two members of the
exercise group achieved exercise levels greatly in excess of the
others. Both became asymptomatic. One of these (E.H.) showed a
marked improvement in ambulatory monitoring in association with
his improved symptoms. However despite regular exercise at level
A + on chart 3 of the exercise programme, his Thallium perfusion

at one year was wunaltered with evidence of ischaemia infero



245

16 17 18 19 2 2 n 23 b} 1 2 3 4

SI Level C(mn)

7]

16 17 18 19 2 2 73 24 1 2 J 4

Figure 51 Patient E.P. Graphs of ambulatory heart rate and ST
level at baseline



Menn Hesrct Rute (Lpm)

246

12 13 1

15 16

10

Patient

Fvent Marker

13 4

15

17

19

2

H'L- "

Y.

’ﬁ-‘—\th-ﬂ-'.: 11

n

gvel_ (nm)

23

A

o

Figure 52

73

Patient E.P.

level at one year

Graphs of ambulatory heart rate and ST




247
apically and septally. Despite the appropriate "recipe" for
improved myocardial perfusion this was not produced. One can
only assume that local anatomical factors prevented the
development of collaterals. The implication of this finding is
that it is difficult to predict improved myocardial perfusion on
clinical grounds or indeed on symptomatic grounds. If the aim of
the exercise programme used is to improve patient wellbeing, then
this does not matter, but if the intention is to improve
myocardial perfusion then a more direct assessment of this
improvement is necessary.

The results of Thallium perfusion scanning suggested that
left anterior descending territory ischaemia was most amenable to
collateralisation and that on theoretical grounds single vessel
disease would be most readily collateralised. However it is
clear that the majority of patients in this study had perfusion
defects in more than one vascular territory and therefore did not
have single vessel disease. No anatomical information is
available but the wvariability of results obtained within this
small exercise group suggests that perhaps 1local anatomical
factors are most important in determining the success of exercise
therapy in terms of improved myocardial perfusion.

The Canadian Airforce programme was chosen for its ease of

application and high level of stimulation. It is clear from the
results that it has been successful. It has achieved the desired
level of cardiac stimulation. Ambulatory ECG monitoring has

shown that it provokes heart rate increases in excess of that

achieved on treadmill testing and that it actively provokes ST
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depression. Despite this there have been no cardiac events
during or following the performance of these exercises. In a
group of 20 patients throughout the one year study period one
patient developed unstable angina and one patient suffered acute
myocardial infarction, the latter developing during a phase of
persistent hypertension which proved difficult to control. There
were no fatalities during the study in the exercise group.
Clearly a much larger study would be required in order to assess
the effect of this programme on cardiac events, but the incidence

noted here is well within the expected incidence for a group of

this sort. Indeed the control group suffered one sudden death
and one myocardial infarction during the same period. Compliance
was also very high. During the one year study period only one

patient of the 20 defaulted. The patient who developed unstable
angina was withdrawn from the programme and one other patient who
completed the exercise programme was unable to attend for
reassessment due to family problems. This compares favourably
with other studies (102,161,162) and reflects the ease of
application of the training programme. There was no necessity
for repeated hospital attendance during the week and indeed weekly
attendance was optional. Furthermore the brief nature of the
exercise programme in terms of daily time allocated allowed it to
be fitted easily into the daily activities of most patients. It
is notable that this programme has to date been running for 46
years and 1is still regularly attended by the original group of
patients. While no attempt was made to confirm compliance with

the exercises at home, after cessation of the study it was
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suggested that fitness could be maintained by reducing the
exercises to three or four days per week but this idea was
rejected by all patients in the study group. The patients felt
that the daily regime became habit forming and could easily be
complied with but that the introduction of days without exercises
would eventually lead to non compliance.

The point has already been made in this thesis that the
intention of using this exercise programme was not necessarily
that it alone would provide the stimulus required but that it
would form the basis of a modified lifestyle in terms of exercise
for the patients. Anecdotally it is clear that this was the case
in that many patients took up new sporting activities or resumed
former activities as a result of taking part in this programme.
In addition dietary habits were altered in some cases. Smoking
however was not altered during this study. Many patients were
already ex smokers and those who were not continued to smoke
despite the study. The conclusion with respect to the exercise
programme therefore must be that it is "user friendly" and that it
produces the stimulus necessary to provoke improvements in
myocardial perfusion, whether directly or indirectly wvia its
effect on the patient's exercise habits. Aside from its ease of
use 1its advantage may well be that it encourages a less fearful
attitude to angina pectoris in general and to exercise in
particular. The lack of monitoring of exercise levels and heart
rate by the patient is in direct contrast to accepted practice for
exercise training programmes. It is conceivable that the

practice of monitoring ones own heart rate during an exercise
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programme is counterproductive in that it encourages the belief
that exercise beyond a certain level is dangerous to the patient
and may lead to a rather obsessional preoccupation with heart
rate.

Some of the points made in this thesis may appear to be
critical of drug therapy in angina pectoris. At the outset of
this study it was suggested that elimination of myocardial
ischaemia by drugs might impair the process of collateralisation
and in the final results section it was demonstrated that exercise
training could produce improvements in exercise tolerance in
excess of that achieved by atenolol, one of the most commonly used
pharmacological agents. Furthermore it was suggested that the
enhanced collateral function may be impaired by subsequent
betablockade. Despite these comments however it would be wrong
to adopt a nihilistic approach to drug therapy and to ignore the
possible benefits of primary or secondary prevention. Perhaps
however these results do suggest that a more studied approach to
the effects of drugs is appropriate. In particular the
interaction of drugs with myocardial perfusion and collateral
function 1is an area which merits further study. The suggestion
already made that betablockade may impair distal coronary
perfusion and therefore collateral function is graphically
illustrated by one patient from the study group (J.F.) whose case
has already been reported in the British Heart Journal. (163) His
maximum heart rate ECG tracings are shown in Figure 53. This
patient achieved the highest exercise performances of any of the

study group. His exercise test was clearly positive at baseline
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and became negative after training. He became asymptomatic.
Subsequent betablockade resulted in recurrence of ST depression at
low heart rate. His initial Thallium scan showed apical
ischaemia while his one year scan, in association with a negative
exercise test, demonstrated impaired perfusion proximally within
the septum. In view of the finding of ST depression precipitated
by betablockade, a Thallium scan was carried out during
betablockade and this showed recurrence of apical hypoperfusion.
Interestingly only two other patients had exercise tests after
exercise training which failed to produce diagnostic ST depression
and in both cases a greater degree of ST depression was
demonstrated during subsequent beta blockade.

This study has challenged established beliefs with regard to
the safety of exercise training in angina pectoris and the nature
of exercise training programmes themselves. It has furthermore
questioned the traditional anti anginal approach of drug therapy.
The potential implications are therefore great. It has shown
that exercise therapy is a valuable anti anginal agent in this
group of patients. It has further suggested than unlike other
available agents it may possibly improve myocardial perfusion.
At the beginning of this Thesis it was suggested that the true
link between extent of disease and prognosis was related to area
at risk and indeed it has been suggested that size of perfusion
defect can be used to stratify patients according to risk (164) or
that the presence of collaterals is associated with improved
prognosis While that is not quite the same as saying that

changing the size of area at risk in a favourable way will have a
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favourable result on prognosis, it does suggest that exercise
training may indeed be of prognostic importance. This programme
is not only of theoretical value but is clearly clinically
applicable. Former exercise programmes have been criticised on
financial grounds, in that they require extensive use of hospital
facilities, specialised equipment and specialised staff. The
programme used here requires none of these. It has been carried
out in a disused ward and requires physiotherapy support during
the hospital exercise session and one co-ordinator. This role
was filled by the author but could equally be filled by a
rehabilitation nurse. From the patient's point of view carrying
out exercises for 11 minutes daily is no more troublesome than
taking daily medication. I believe therefore that this programme
could be instituted without difficulty even in the average
district general hospital. The small financial cost of this
programme is further offset by the reduced drugs bill for anti
anginal agents. On these grounds one could justify the
widespread use of exercise training programmes at the point of
diagnosis of ischaemic heart disease rather than solely as a means
of rehabilitation after myocardial infarction or coronary artery
surgery. Clearly in many cases anti anginal agents would be of
benefit but their use would, I believe, be more restricted than at
present. A more extensive use of programmes of this type would
then allow the necessary evaluation of their prognostic
importance. The long-term effects of such an approach must also
be considered however and it is perhaps appropriate to end on a

somewhat cautionary note. In the opening section conventional
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drug therapy was described as palliative. It is of course true
that collateralisation is also a palliative process. This thesis
has not sought to question the effect of exercise training on the
progress of coronary artery narrowing. If this continues then
ultimately collateral function will become impaired in the donor
vessel. It may be therefore that this means of therapy results
only in temporary improvement in myocardial perfusion and in
symptomatic relief. The same criticism may be aimed however at
all other current therapeutic approaches and at least exercise
therapy addresses those factors in the lifestyle of individuals
which may predispose to the development of coronary artery disease
in the first place.

It is ironic that this approach which questions many of the
established ideas regarding exercise in ischaemic heart disease is
in reality as old as the description of the syndrome itself. Sir
William Heberden coined the name Angina Pectoris in a presentation
to the Royal College of Physicians in 1872.(165) His
descriptions of the clinical syndrome and all its variations have
not been bettered. He understood little of the pathology and
could offer few therapeutic ideas, yet in a more complete account
of his presentation published after his death he described the
case of a patient "nearly cured" by chopping logs for 30 minutes
every day and offered this as a possible means of treatment.(166)
The results of this study bear out, at least in part, some of
Heberden's early enthusiasm for daily exercise therapy in Angina

Pectoris.



255

REFERENCES

1.

Kannel WB, Castelli WP, Gordon T.

Cholesterol in the prediction of atherosclerotic disease.
New perspectives based on the Framingham Study.

Ann Intern Med 1979, 90; 85-91.

Kannel WB.

Update on the role of cigarette smoking in coronary artery
disease.

Am Heart J 1981, 101; 319-328.

Kannel WB.

Hypertension and other risk factors in coronary heart
disease.

Am Heart J 1987, 114; 918-925.

Furberg CD.

Secondary prevention trials after acute myocardial infarction
Am J Cardiol 1987, 60; 28A-32A.

Rosenberg L, Kaufman DW, Helmrich SP, Shapiro S.

The risk of myocardial infarction after quitting smoking in
men under 55 years of age.

N Eng J Med 1985, 313; 1511-1514.

Norwegian Multicentre Study Group.

Timolol induced reduction in mortality and reinfarction in
patients surviving acute myocardial infarction.

N Eng J Med 1981, 304; 801-807.



10.

1.

12.

256
Beta-blocker Heart Attack Research Group.
A randomised trial of propranolol in patients with acute
myocardial infarction. 1. Mortality results.
JAMA 1982, 274; 1707-1714
Cass Principal Investigators and their Associates.
Coronary Artery Surgery Study (CASS): a randomised trial of
coronary artery bypass surgery.
Circulation 1983, 68; 5: 939-950.
European Coronary Surgery Study Group.
Long-term results of prospective randomised study of coronary
artery bypass surgery in stable angina pectoris.
Lancet 1982, 2; 1173-1180.
Fulton WFM.
Arterial anastomoses in the coronary circulation.
I. Anatomical features in normal and diseased hearts
demonstrated by stereoarteriography.
Scot Med J 1963, 8; 466-474.
Rodriguez FL, Robbins SL.
Post mortem angiography studies on the coronary arterial
circulation: Intercoronary arterial anastomoses in adult
human hearts.
Am Heart J 1965, 70; 348-364.
Baroldi G, Mantero 0, Scomazzoni G.
The collaterals of the coronary arteries in normal and
pathological hearts.

Circ Res 1956, 4; 223-229.



13.

14.

15.

16.

17.

18.

257
Baroldi G.
Myocardial infarct and sudden coronary heart death in
relation to coronary occlusion and collateral circulation.
Am Heart J 1966, 71; 826-836.
Gorlin R.
Coronary collaterals.
Major Probl Intern Med 1976, 11; 59-70.
Mason DT, Amsterdam EA, Miller RR, et al.
Consideration of the therapeutic roles of pharmacological
agents, collaterals circulation and saphenous vein bypass in
coronary artery disease.
Am J Cardiol 1971, 28; 608-613.
Berger BC, Watson DD, Taylor GJ, et al.
Effect of coronary collateral circulation on regional
myocardial perfusion assessed with quantitative Thallium-201
scintigraphy.
Am J Cardiol 1980, 46; 365-370.
Fulton WFM.
Anastomotic enlargement and ischaemic myocardial damage.
Br Heart J 1964, 26; 1-15.
Bertrand ME, Lefebure JM, Laisne CL, et al.
Coronary arteriography in acute transmural myocardial
infarction.

Am Heart J 1979, 97; 61-69.



19.

20.

21.

22,

23.

24.

258
Schwarz F, Flameng W, Ensslen R, et al.
Effect of coronary collaterals on left ventricular function
at rest and during stress.
Am Heart J 1978, 95; 570-577.
Wessler S, Zoll PM, Schlesinger MJ.
The pathogenesis of spontaneous cardiac rupture.
Circulation 1952, 6; 334-351.
Williams DO, Amsterdam EA, Miller RR, Mason DT.
Functional significance of coronary collateral vessels in
patients with acute myocardial infarction: Relation to pump
performance, cardiogenic shock and survival.
Am J Cardiol 1976, 37; 345-351.
Miller RR, Amsterdam EA, Zelis R, et al.
Determinants and functional significance of the coronary
collateral circulation in ischaemic heart disease.
In Cardiovascular Disease: New concepts in Diagnosis and
Therapy (ed HI Russek) University Park Press, Baltimore 1974,
pp 75-83.
Goldstein RE, Stinson EB, Scherer JL, et al.
Intraoperative coronary collateral function in patients with
coronary occlusive disease: Nitroglycerin responsiveness and
angiographic correlations.
Circulation 1974, 49; 298-308.
Clausen JP, Larsen OA, Trap-Jensen J.
Physical training in the management of coronary artery
disease.

Circulation 1969, 40; 143-154.



25.

26.

27.

28.

29.

30.

Physical fitness. Two series of exercises developed by
Royal Canadian Air Force.

Harmondsworth: Penguin Books 1973.

Ballantyne D, Clark A, Dyker GS, et al.

Prescribing exercise for the healthy: a short term
feasibility study and effect on plasma lipids and
lipoproteins.

Health Bull 1978, 36; 169-176.

Raffo JA, Luksic IY, Kappagoda CT, et al.

Effect of physical training on myocardial ischaemia in
patients with coronary artery disease.

Br Heart J 1980, 43; 262-269.

Ballantyne FC, Clark RS, Simpson HS, Ballantyne D.

The effect of moderate physical exercise on the plasma
lipoprotein subfractions of male survivors of myocardial
infarction.

Circulation 1982, 65; 5: 913-918.

Gensini GG, da Costa BCB.

The coronary collateral circulation in living man.

Am J Cardiol 1969, 24; 393-400.

Jochem W, Soto B, Karp RB, et al.

259

the

Radiographic anatomy of the coronary collateral circulation.

Am J Roentgenol 1972, 116; 50-61.



31.

32.

33.

34.

35.

260
Kattus A.
Relation of coronary events to spasm of coronary arteries,
precariousness of obstructive lesions and availability of
collateral channels.
Current topics in Coronary Research: Advances in
Experimental Medicine and Biology, Vol 39 (Ed CM Bloor & RA
Olsson). Plenum Press, New York 1973, pp 219-233
Bowjer A, Asato H.
Myocardial preservation correlated with coronary collateral
vessel development in patients surviving proximal occlusion
of the anterior descending artery.
(Abstract) Chest 1978, 74; 331.
Sesto M, Schwartz F.
Regional myocardial function at rest and after rapid
ventricular pacing in patients after myocardial re-
vascularisation by coronary bypass graft or by collateral
vessels.
Am J Cardiol 1979, 43; 920-928.
Schaper W.
The Collateral Circulation of the Heart.
North Holland Publishing Co., Amsterdam 1971.
Nielson AP, Morriz KG, Murdoch R, et al.
Linear relationship between the distribution of Thallium 201
and blood flow in ischaemic and non ischaemic myocardial
during exercise.

Circulation 1980, 61; 767-



36.

37.

38.

39.

40.

41.

261
Hammermeister KE, Brooks RC, Warbasse JR.
The rate of change of left ventricular volume in man. I.
Validation and peak systolic ejection rate in health and
disease.
Circulation 1974, 49; 729-738.
Patterson JA, Naughton J, Pietras RJ, Gunnar RM.
Treadmill exercise in assessment of the functional capacity
of patients with cardiac disease.
Am J Cardiol 1972, 30; 757-762.
Starling MR, Moody M, Crawford MH, et al.
Repeat treadmill exercise testing. Variability of results
in patients with angina pectoris.
Am Heart J 1984, 107; 298-303.
Goris ML, Daspit SG, McLaughlin P, et al.
Interpolative background substraction.
J Nucl Med 1976, 17; 744-747.
Beck JW, Taturn JL, Cobb FR, et al.
Myocardial perfusion imaging using Thallium-201: a new
algorithm for calculation of background activity.
J Nucl Med 1979, 20; 1294-1300.
Maddahi J, Garcia EV, Berman DS, et al.
Improved non invasive assessment of coronary artery disease
by quantitative analysis of regional stress myocardial
distribution and washout of Thallium-201.

Circulation 1981, 64; 924-935.



42.

43.

44.

45.

46.

47.

262
Abdulla A, Maddahi J, Garcia E, et al.
Slow regional clearance of myocardial Thallium-201 in the
absence of perfusion defect: contribution to detection of
individual coronary artery stenoses and mechanism of
occurrence.
Circulation 1985, 71; 72-79.
Pavel DG, Zimmer AM, Patterson VN.
In vivo labelling of red blood cells with Tc 99m: a new
approach to bloodpool wvisualisation.
J Nucl Med 1977, 18; 305-308.
Goris ML, McKillop JH, Briandet PA.
A fully automated determination of the left ventricular
region of interest in nuclear angiography.
Cardiovasc Intervent Radiol 1981, 4; 117-123.
Goris ML, Briandet PA.
The clinical and mathematical introduction to computer
processing of scintigraphic images.
Raven Press 1983.
Helfant RH, Banker VS, De Villa MA, et al.
Use of bicycle ergometry and sustained handgrip exercise in
the diagnosis of presence and extent of coronary heart
disease.
Br Heart J 1973, 35; 1321-1325.
Stratton JR, Halter JB, Hallstrom AP, et al.
Comparative plasma catecholamine and haemodynamic responses
to handgrip, cold pressor and supine bicycle exercise testing
in normal subjects.

JACC 1983, 2; 93-104.



48.

49.

50.

51.

52.

53,

263
Jordan LJ, Borer JS, Zullo M, et al.
Exercise versus cold temperature stimulation during radio-
nuclide cineangiography: Diagnostic accuracy in coronary
artery disease.
Am J Cardiol 1983, 51; 1091-1097.
Iskandrian AS, Hakki A-H, Newman D.
The relation between myocardial ischaemia and the ejection
fraction response to exercise in patients with normal or
abnormal resting left ventricular function.
Am Heart J 1985, 109; 1253-1258.
Manyari DE, Nolewajka AJ, Purves P, et al.
Comparative value of the cold pressor test and supine
exercise to detect subjects with coronary artery disease
using radionuclide ventriculography.
Circulation 1982, 65; 571-579.
Verani MS, Zacca NM, De Bauche TL, et al.
Comparison of cold pressor and exercise radionuclide
angiocardiography in coronary artery disease.
J Nucl Med 1982, 23; 770-776.
Wasserman AB, Reiss L, Katz RJ, et al.
Insensitivity of the cold pressor stimulation test for the
diagnosis of coronary artery disease.
Circulation 1983, 67; 1189-1193.
Northcote RJ, Cooke MBD.
The usefulness of cold pressor testing and isometric handgrip
in the evaluation of left ventricular function by gated
radionuclide ventriculography.

Br Heart J 1987, 57; 19-28.



54.

55.

56.

57.

58.

59.

264
Kent KM, Bonaw RO, Rosing DR, et al.
Improved myocardial function during exercise after
successful percutaneous transluminal coronary angioplasty.
N Eng J Med 1982, 306; 441-446.
De Puey EG, Leatherman LL, Leachmann RD, et al.
Restenosis after transluminal coronary angioplasty detected
with exercise-gated radionuclide ventriculography.
J Am Coll Cardiol 1984, 4; 1103-1113.
Freeman MR, Gray RJ, Berman DS, et al.
Improvement in global and segmental left ventricular function
after coronary bypass surgery.
Circulation 1981, 64 (Suppl II); 34-39.
Austin EH, Oldham HN Jnr, Sabiston DC Jnr, Jones RH.
Early assessment of rest and exercise left ventricular
function following coronary artery surgery.
Ann Thorac Surg 1983, 35; 159-169.
Kent KM, Borer JS, Green MV, et al.
Effects of coronary artery bypass on global and regional
left ventricular function during exercise.
N Eng J Med 1978, 298; 1434-1439.
Jensen D, Atwood JE, Froelicher V, et al.
Improvement in ventricular function during exercise studied
with radionuclide ventriculography after cardiac
rehabilitation.

Am J Cardiol 1980, 46; 770-777.



60.

61.

62.

63.

64.

65.

265
Verani MS, Hartung GH, Hoepfel Harris J, et al.
Effects of exercise training on left ventricular performance
and myocardial perfusion in patients with coronary artery
disease.
Am J Cardiol 1981, 47; 797-803.
Tubau J, Witztum K, Froelicher V, et al.
Non invasive assessment of changes in myocardial perfusion
and ventricular performance following exercise training.
Am Heart J 1982, 104; 238-248.
Ehsani EA, Biello DR, Schultz J, et al.
Improvement of left ventricular contractile function by
exercise training in patients with coronary artery disease.
Circulation 1986, 74; 350-358.
Bonow RO, Bacharach SL, Green MV, et al.
Impaired left ventricular diastolic filling in patients with
coronary artery disease: Assessment with radionuclide
angiography.
Circulation 1981, 64; 315-323.
Bonow RV, Kent KM, Rosing DR, et al.
Improved left ventricular diastolic filling in patients with
coronary artery disease after percutaneous transluminal
coronary angioplasty.
Circulation 1982, 66; 1159-1167.
Iskandrian AS.
Nuclear cardiac imaging: Principles and applications.

F.A. Davis 1987.



66.

67.

68.

69.

70.

71.

266
Peter CA, Jones RH.
Effects of isometric handgrip and dynamic exercise on left
ventricular function.
J Nucl Med 1980, 21; 1131-1138.
Bodenheimer MM, Banka VS, Fooshee CM, et al.
Detection of coronary heart disease using radionuclide
determined regional ejection fraction at rest and during
handgrip exercise: Correlation with coronary angiography.
Circulation 1978, 58; 640-648.
Wann LS, Faris JV, Childress RH, et al.
Exercise cross-sectional echocardiography in ischaemic heart
disease.
Circulation 1979, 60; 1300-1308.
Morganroth J, Chen CC, Daniel D, et al.
Exercise cross-sectional echocardiographic diagnosis of
coronary artery disease.
Am J Cardiol 1981, 47; 20-26.
Crawford MH, Aman KW, Vance WS.
Exercise 2-dimensional echocardiography: Quantitation of left
ventricular performance in patients with severe angina
pectoris.
Am J Cardiol 1983, 51; 1-6.
Limacher MC, Quinones MA, Poliner LR, et al.
Detection of coronary artery disease with exercise 2-
dimensional echocardiography: Description of a clinically
applicable method and comparison with radionuclide
ventriculography.

Circulation 1983, 67; 1211-1218.



72.

73.

74.

i fo 18

76.

77.

78.

267
Bala Subramanian V, Lahin A, Green HL, et al.
Ambulatory ST segment monitoring, problems, pitfalls,
solutions and clinical application.
Br Heart J 1980, 44; 419-425.
Deanfield JE, Maseri A, Selwyn AP, et al
Myocardial ischaemia during daily life in patients with
stable angina: its relation to symptoms and heart rate
changes.
Lancet 1983, 2; 753-758.
Cecchi A, Dovellini EV, Marchi F, et al.
Silent myocardial ischaemia during ambulatory electrocardio-
graphic monitoring in patients with effort angina.
J Am Coll Cardiol 1983, 1; 934-939.
Singh BN, Nademanee K, Figueras J, Josephson MA.
Haemodynamic and electrocardiographic correlates of
symptomatic and silent myocardial ischaemia: Pathophysiologic
and therapeutic implications.
Am J Cardiol 1986, 58; 3B-10B.
Selwyn AP, Shea M, Deanfield JE, et al.
Character of transient ischaemia in angina pectoris.
Am J Cardiol 1986, 58; 21B-25B.
Kitamura K, Jorgensen CR, Gobel FL, et al.
Haemodynamic correlates of myocardial oxygen consumption
during upright exercise.
J Appl Physiol 1972, 32; 516-522.
Gobel FL, Nordstrom LA, Nelson RR, et al.
The rate pressure product as an index of myocardial oxygen
consumption during exercise in patients with angina pectoris.

Circulation 1978, 57; 549-556.



79.

80.

81.

82.

83.

84.

85.

268
Holmberg S, Serzyskow S, Varnauskas E.
Coronary circulation during heavy exercise in control
subjects and patients with coronary heart disease.
Acta Med Scand 1971, 190; 465-480.
Robinson BF.
Relation of heart rate and systolic BP to the onset of pain
in angina pectoris.
Circulation 1967, 35; 1073-1083.
Wahren J, Bydgeman S.
Onset of angina pectoris in relation to circulatory
adaptation during arm and leg exercise.
Circulation 1971, 44; 432-441.
Cokkinos DV, Veridis EM.
Constancy of pressure-rate product in pacing-induced angina
pectoris.
Br Heart J 1976, 38; 39-42.
Clausen JP, Klausen K, Rasmussen B, et al.
Central and peripheral circulatory changes after training
of the arms or legs.
Am J Physiol 1973, 225; 675-682.
Pollock ML, Broida J, Kendrick Z, et al.
Effects of training two days per week at different
intensities on middle-aged men.
Med Sci Sports 1972, 4; 192-197.
Pollock ML.
The quantification of endurance training programs.
Wilmore JH (Ed): Exercise and Sport Sciences Reviews.

Vol I, New York Academic Press 1973.



86.

87.

88.

89.

90.

91.

92.

269
American Heart Association: Exercise testing and training of
apparently healthy individuals: A handbook for Physicians,
New York 1972.
American College of Sports Medicine: Guidelines for Graded
Exercise Testing and Exercise Prescription and behavioural
Objectives for Physicians, Program Directors, Exercise
Leaders and Exercise Technicians.
Philadelphia: Lea and Febiger 1975.
Nolewajka AJ, Kostuk WJ, Rechnitzer PA, Cunningham DA.
Exercise and human collateralisation: An Angiographic and
scintigraphic assessment.
Circulation 1979, 60; 114-120.
Ehsani EA, Heath GW, Hagberg JM, et al.
Effects of 12 months of intense exercise training on
ischaemic ST-segment depression in patients with coronary
artery disease.
Circulation 1981, 64; 1116-1124.
Winder Ww, Hagberg JM, Hickson RC, et al.
Time course of sympathoadrenal adaptation to endurance
exercise training in man.
J Appl Physiol 1978, 45; 370-374.
Ehsani AA, Heath GW, Hagberg JM, et al.
Influence of exercise training on plasma catecholamines in
patients with coronary artery disease. (Abstract)
Circulation 1980, 61 (Suppl III); III-267.
Redwood DR, Rosing DR, Epstein SE.
Circulatory and symptomatic effects of physical training in
patients with coronary artery disease and angina pectoris.

N Eng J Med 1972, 286; 959-965.



93.

94.

95..

96.

97.

98.

270
Sim DN, Neill WA.
Investigation of the physiological basis for increased
exercise threshold for angina pectoris after physical
conditioning.
J Clin Invest 1974, 54; 763-770.
Clausen JP, Trap-Jensen J.
Heart rate and arterial blood pressure during exercise in
patients with angina pectoris: effects of training and of
nitroglycerin.
Circulation 1976, 53; 436-442.
Dressendorfer RH, Smith JL, Amsterdam EA, Mason DT.
Reduction of submaximal exercise myocardial oxygen demand
post-work training program in coronary patients due to
improved physical work efficiency.
Am heart J 1982, 103; 358-362.
Winter C, Kardash MM, Whitaker W, et al.
The effects of long-term physical training in patients with
coronary heart disease.
Int J Cardiol 1984, 5; 675-685.
Schuler G, Schlierf G, Wirth A, et al.
Low—-fat diet and regqular supervised physical exercise in
patients with symptomatic coronary artery disease: reduction
of stress-induced myocardial ischaemia.
Circulation 1988, 77; 172-181.
Haskell WL.
Design and implementation of cardiac conditioning programmes.
In Wenger NK, Hellerstein HK (eds): Rehabilitation of the

coronary patient. New York, John Wiley, 1978; 203.



99.

100.

101.

102.

103.

104.

271
Kaud S, Chester DA, Pohost GM, et al.
Influence of peak exercise heart rate on normal Thallium-201
myocardial clearance.
J Nucl Med 1986, 27; 26-30.
Angello DA, Wilson RA, Palac RT.
Effect of eating on Thallium-201 myocardial redistribution
after myocardial ischaemia.
Am J Cardiol 1987, 60; 528-533.
Massie BM, Hollenberg M, Wisneski JA, et al.
Scintigraphic quantification of myocardial ischaemia: a new
approach.
Circulation 1983, 68; 747-755.
Froelicher V, Jensen D, Genter F, et al.
A randomised trial of exercise training in patients with
coronary heart disease.
JAMA 1984, 252; 1291-1297.
Sebrechts CP, Klein JL, Ahnve S, et al.
Myocardial perfusion changes following one year of exercise
training assessed by Thallium-201 circumferential count
profiles.
Am Heart J 1986, 112; 1217-1226.
Tsuchiya G.
Postmortem angiographic studies on the intercoronary arterial
anastomoses. Report 1. Studies on intercoronary arterial
anastomoses in adult human hearts and the influence of the
anastomoses of strictures of the coronary arteries.

Jpn Circ J 1970, 34; 1213-1220.



105.

106.

107.

108.

109.

110.

111.

272
Gensini GG.
Coronary Angiography: Anatomy of coronary arteries in
disease.
In: Heart Disease. A textbook of Cardiovascular Medicine
(Ed Braunwald E) WB Saunders, Philadelphia 1980, 336-345.
Iskandrian AS, Hakki A-H, Segal BL, et al.
Assessment of the myocardial perfusion pattern in patients
with multivessel coronary artery disease.
Am Heart J 1983, 106; 1089-1096.
Iskandrian AS, Haaz W, Kane S.
Effects of coronary artery narrowing, collaterals and left
ventricular function on the pattern of myocardial perfusion.
Cathet Cardiovasc Diagn 1980, 6; 159-172.
Iskandrian AS, Lichtenberg R, Segal BL, et al.
Assessment of jeopardized myocardium in patients with one-
vessel disease.
Circulation 1982, 65; 242-247.
Tubau JF, Chaitman BR, Bourassa MG, et al.
Importance of coronary collateral circulation in interpreting
exercise test results.
Am J Cardiol 1981, 47; 27-32.
Sapru RP, Hannan WJ, Muir AL, et al.
Effect of Isoprenaline and Propranolol on left ventricular
function as determined by nuclear angiography.
Br Heart J 1980, 44; 75-81.
Marshall RC, Berger HJ, Costin JC, et al.
Assessment of cardiac performance with quantitative
radiocuclide angiocardiography.

Circulation 1977, 56; 820-829.



112.

113.

114.

115

116.

17.

273
Peterson KL, Skloven D, Ludbrook P, et al.
Comparison of isovolumatic and ejection phase indices of
myocardial performance in man.
Circulation 1974, 49; 1088-1101.
Polak JF, Kemper AJ, Bianco JA, et al.
Resting early peak diastolic filling rate: A sensitive index
of myocardial dysfunction in patients with coronary artery
disease.
J Nucl Med 1982, 23; 471-478
Reduto LA, Wickemeyer WJ, Young JD, et al.
Left ventricular diastolic performance at rest and during
exercise in patients with coronary artery disease.
Circulation 1981, 63; 1228-1237.
Mancini GBJ, Slutsky RA, Norris SL, et al.
Radionuclide analysis of peak filling rate, filling fraction
and time to peak filling rate: Response to supine bicycle
exercise in normal subjects and patients with coronary artery
disease.
Am J Cardiol 1983, 51; 43-51.
Miller TR, Goldman KJ, Sampathkurmaran KS, et al.
Analysis of cardiac diastolic function: Application in
coronary artery disease.
J Nucl Med 1983, 24; 2-7.
Dymond DS, Caplin JL, Flatman W, et al.
Temporal evolution of changes in left ventricular function
induced by cold pressor stimulation. An assessment with
radionuclide angiography and gold 195m.

Br Heart J 1984, 51; 557-564.



274
118. Wainwright RJ, Brennand-Roper DA, Cueni TA, et al.
Cold pressor test in detection of coronary heart disease and
cardiomyopathy using Technetium 99m gated blood pool imaging.
Lancet 1979, ii; 320-323.
119. Rootwelt K, Erikssen J, Nitter-Hauge S, Thaulow E.
Detection of coronary artery disease with gated bloodpool
scintigraphy: Comparison of cold pressor test and dynamic
exercise.
Clin Physiol 1982, 2; 459-465.
120. Vojacek J, Hannan WJ, Muir AL.
Ventricular response to dynamic exercise and the cold pressor
test.
Eur Heart J 1982, 3; 212-222.
121. Hines BA, Brown GE.
Standard stimulus for measuring vasomotor reactions: its
application in study of hypertension.
Mayo Clin Proc 1932, 7; 332-335.
122. Boyer JT, Fraser JR, Doyle AE.
The haemodynamic effects of cold immersion.
Clin Sci 1960, 19; 539-550.
123. Green MA, Boltax AJ, Lustig CA, Rogow E.
Circulatory dynamics during the cold pressor test.
Am J Cardiol 1965, 16; 54-60.
124. Abboud FM, Echstein JWw.
Reflex vasoconstrictor and vasodilator responses in man.

Circ Res 1966, 18 (Suppl I); 1-96.



275

123. Buonanno C, Vassanelli C, Arbustini E, et al.

Effects of the cold pressor test on the left ventricular
function of patients with coronary artery disease.
Int J Cardiol 1983, 3; 295-306.

126. Mudge GH Jr, Grossman W, Mills RM Jr, Braunwald E.

Reflex increase in coronary vascular resistance in patients
with ischaemic heart disease.
N Eng J Med 1976, 24; 1333-1337.

127. Feldman RL, Whittle JL, Pepine CJ, et al.

Regional coronary angiography observations during cold
stimulation in patients with exertional chest pain:
Comparison of diameter responses in normal and fixed stenotic
vessels.

Am Heart J 1981, 102; 822-830.

128. Hecht HS, Josephson MA, Hopkins JM, Singh BN.
Reproducibility of equilibrium radionuclide ventriculography
in patients with coronary artery disease: Response of left
ventricular ejection fraction and regional wall motion to
supine bicycle exercise.

Am Heart J 1982, 104; 567-574.

129. Ginzton LE, Conant R, Brizendine M, et al.

Exercise subcostal two-dimensional echocardiography: A new
method of segmental wall motion analysis.
Am J Cardiol 1984, 53; 805-811.

130. Romijn KH, Visser CA, Wieken LR, Durrer D.

Dynamic exercise cross-sectional echocardiography:
Comparison to coronary arteriography and radionuclide
angiography. (Abstract)

Circulation 1980, 62; Suppl III: III-33.



131.

132.

133.

134.

135.

136.

276
Robertson WS, Feigenbaum H, Armstrong WF, et al.
Exercise echocardiography: A clinically practical addition in
the evaluation of coronary artery disease.
J Am Coll Cardiol 1983, 2; 1085-1091.

Heng MK, Simard M, Lahe R, Udhoji VH.

.Exercise two-dimensional echocardiography for diagnosis of

coronary artery disease.

Am J Cardiol 1984, 54; 502-507.

Rubenson DB, Tucker CR, London E, et al.

Two-dimensional echocardiographic analysis of segmental left
ventricular wall motion before and after coronary artery
bypass surgery.

Circulation 1982, 66; 1025-1033.

Lown B.

Sudden Cardiac Death - 1978.

Circulation 1979, 60; 1593-1599.

Quyyumi AA, Wright C, Moclues L, Fox KM.

Effect of partial agonist activity in beta blockers in severe
angina pectoris: a double blind comparison of pindolol and
atenolol.

Br Med J 1984, 289; 951-953.

Bala Subramanian V, Bowles MJ, Davies AB, Raftery EB.

Calcium channel blockade as primary therapy for stable angina
pectoris - a double blind placebo controlled randomised
crossover trial.

Am J Cardiol 1982, 49; 125-132.



137.

138.

139.

140.

141.

142.

143.

277
Bala Subramanian V, Khurmi NS, Bowles MH, et al.
Objective evaluation of three doses of diltiazem in patients
with chronic stable angina.
J Am Coll Cardiol 1983, 1; 1144-1153.
Bala Subramanian V, Bowles MJ, Khurmi NS, et al.
A randomised double-blind comparison of verapamil and
nifedipine in chronic stable angina.
Am J Cardiol 1982, 50; 696-703.
Northcote RJ, Canning GP, Ballantyne D.
Electrocardiographic findings in male veteran endurance
athletes.
Br Heart J 1989, 61; 155-160.
Nademanee K, Intarachot V, Singh PN, et al.
Characteristics and clinical significance of silent
myocardial ischaemia in unstable angina.
Am J Cardiol 1986, 58; 26B-33B.
Tzivoni D, Gavish A, Benhorin J, et al.
Myocardial ischaemia during daily activities and stress.
Am J Cardiol 1986, 58; 47B-50B.
Chierchia S, Smith G, Morgan M, et al.
Role of heart rate in pathophysiology of chronic stable
angina.
Lancet 1984, 2; 1353-1357.
Hinkle LE Jr, Carver ST, Stevens M.
The frequency of asymptomatic disturbances of cardiac rhythm
and conduction in middle aged men.

Am J Cardiol 1969, 24; 629-650.



144.

145.

144.

147.

148.

149.

150.

278
The Coronary Drug Project Group.
Prognostic importance of premature beats following myocardial
infarction: experience in the drug project.
JAMA 1973, 223; 1116-1124.
Lown B, Calvert AF, Armington R, Ryan M.
Monitoring for serious arrhythmias and high risk of sudden
death.
Circulation 1975, 52 (Suppl III; III): 189-198.
Ryan M, Lown B, Horn H.
Comparison of ventricular ectopic activity during 24 hour
monitoring and exercise testing in patients with coronary
heart disease.
N Eng J Med 1975, 292; 224-229.
Calvert A, Lown B, Gorlin R.
Ventricular premature beats and anatomically defined coronary
heart disease.
Am J Cardiol 1977, 39; 627-634.
Morganroth J, Michelson EL, Horowitz LN, et al.
Limitations of routine long-term electrocardiographic
monitoring to assess ventricular ectopic frequency.
Circulation 1978, 58; 408-414.
Verrier RL.
Neural factors and ventricular electrical instability.
In Wellens HJJ, Kulbertirs HE editors: Sudden Death.
The Hague 1980, M Nijhoff; p 137.
Siscovick DS, Weiss NS, Fletcher RH, Lasky T.
The incidence of primary cardiac arrest during vigorous
exercise.

N Eng J Med 1984, 311; 874-877.



151.

152.

153.

154.

155.

156.

157.

279
Blackburn H, Taylor HL, Hamrell E, et al.
Premature ventricular complexes induced by stress testing.
Their frequency and response to physical conditioning.
Am J Cardiol 1973, 31; 441-449.
Billman GE, Schwartz PJ, Stone HL.
The effects of daily exercise on susceptibility to sudden
cardiac death.
Circulation 1984, 69; 1182-1189.
Schwartz PJ, Randall WC, Anderson EA, et al.
Task Force 4: Sudden cardiac death.
Circulation 1987, 76 (Suppl I); I: 215-219.
Pratt CM, Welton DE, Squires WG, et al.
Demonstration of training effect during chronic beta
adrenergic blockade in patients with coronary artery disease.
Circulation 1987, 64; 1125-1129.
Laslett LJ, Paumer L, Scott-Baier P, Amsterdam EA.
Efficacy of exercise training in patients with coronary
artery disease who are taking Propranolol.
Circulation 1983, 68; 1029-1034.
Vanhees L, Fagard R, Amery A.
Influence of beta adrenergic blockade on the haemodynamic
effects of physical training in patients with ischaemic heart
disease.
Am Heart J 1984, 108; 270-275.
Ehsani AA.
Altered adaptive responses to training by non-selective beta
adrenergic blockade in coronary artery disease.

Am J Cardiol 1986, 58; 220-224.



158.

159.

160.

161.

162.

163.

280
Goldbarg AN, Moran JF, Butterfield TK, et al.
Therapy of angina pectoris with propranolol and long acting
nitrates.
Circulation 1969, 40; 847-853.
Dagenais GR, Pott B, Ross RS.
Exercise tolerance in patients with angina pectoris. Daily
variation and effects of erythrityl tetranitrate, propranolol
and alprenolol.
Am J Cardiol 1971, 28; 10-16.
Tweddel A, Martin W, McGhie I, Hutton I.
The relevance of coronary collateral flow in preserving
left ventricular function. (Abstract)
Br Heart J 1986, 55; 516.
Oldridge NB.
Compliance and exercise in primary and secondary prevention
of coronary heart disease. A review.
Prev Med 1982, II; 56-70.
Stern MJ, Cleary P.
The National Exercise and Heart Disease Project. Longterm
psychosocial outcome.
Arch Intern Med 1982, 147; 1093-1097.
Todd IC, McGuinness JB, Ballantyne D.
Abolition of exercise induced ST depression after exercise
training and its recurrence after betablockade.

Br Heart J 1988, 59; 259-262.



164.

165.

166.

281
Iskandrian AS, Hakki A-H, Kane-Marsch SA.
The use of exercise thallium 201 imaging in risk
stratification in patients with suspected coronary heart
disease.
Am Heart J 1985, 110; 135-143.
Heberden W.
Some account of a disorder of the breast.
Med Trans Coll of Physns Lond 1772, 2; 59-67.
Heberden W.
Pectoris Dolor.
In Commentaries on the History and Cure of Diseases.

London, Payne 1802; 362-369.



Table No.

1a

1b

10

11

12

13

LIST OF TABLES

Title

Demographic data: exercise group

Demographic data: control group

Baseline exercise tolerance parameters

Pre and post study exercise tolerance
parameters - training group

Pre and post study exercise tolerance
parameters - control group

Interval change parameters of exercise
tolerance

Approximate energy requirements of
selected activities

Global Thallium data

Interval change Thallium data - Means
'View' Thallium data

Regional Thallium data

Baseline parameters of resting global left

ventricular function

Pre and post study parameters of resting

global left ventricular function - training

group

Pre and post study parameters of resting

global left ventricular function - control

group

282

Page No.

14
15
74

76

80

81

89

104

106

107

108

125

125

126



283

Table No. Title Page No.
14 Interval change parameters of resting global 126

left ventricular function

15 Baseline parameters of global left ventricular 127
function during cold pressor stress

16 Pre and post study parameters of global left 127
ventricular function during cold pressor
stress - training group

17 Pre and post study parameters of global left 128
ventricular function during cold pressor
stress — control group

18 Interval change parameters of global left 128
ventricular function during cold pressor
stress

19 Rest to stress change in global ejection 131
fraction during radionuclide ventriculography
before and after training

20 Resting regional ejection fraction values at 145
baseline and one year - exercise group

21 Resting regional ejection fraction values at 146
baseline and one year - control group

22 Cold pressor regional ejection fraction at 148
baseline and one year - exercise group

23 Cold pressor regional ejection fraction at 149

baseline and one year - control group



284

Table No. Title Page No.
24 Rest-cold pressor change in regional ejection 150

fraction at baseline and one year - exercise
group
25 Rest-cold pressor change in regional ejection 151

fraction at baseline and one year - control

group

26 Interval change values for regional ejection 154
fraction

27 Total wall motion scores by radionuclide 182
ventriculography

28 Interval change in total wall motion score 184

by radionuclide ventriculography

29 Total wall motion scores by exercise 187
echocardiography
30 Interval change in total wall motion score 188

by exercise echocardiography

31 Mean group 24 hour heart rates 204
32 Individual ST segment characteristics 205
33 Characteristics of episodes of ST depression — 207

exercise group

34 Characteristics of episodes of ST depression - 208
control group

35 Lown grading of ventricular ectopic activity 215

at baseline and one year



Table No. Title

36 Comparative effect of training and atenolol
on parameters of treadmill performance

37 Comparative effect of atenolol before and
after training on parameters of treadmill

performance

285

Page No.

225

230



Fig. No.

10

1"

12

LIST OF FIGURES

Title

Canadian Airforce Exercise Programme -
chart 1

Canadian Airforce Exercise Programme -
chart 2

Canadian Airforce Exercise Programme -
chart 3

Timetable of investigations

'ADAC' derived Thallium circumferential
profiles

'BBC smoothed Thallium circumferential
profiles. Anterior view

'BBC' smoothed Thallium circumferential
profiles. 45° LAO view

'BBC' smoothed Thallium circumferential
profiles. 65° LAO view

Left ventricular Technetium time activity
curve and its first derivative

Exercise echocardiography scoring system

Lead positions for ambulatory electro-

cardiography

Graph of baseline time to 1 mm ST depression

against interval change in time to 1 mm ST

depression

286

Page No.

18

19

20

36

41

43

44

45

49

60

64

75



287

Fig. No. Title Page No.
13 Graph of heart rate against treadmill 78

workload. Exercise group
14 Individual change in maximum heart rate from 79

baseline to one year

15 Neurological cardiovascular control 83
mechanisms
16 Reproducibility of stress Thallium 95

circumferential profiles

17 Variability of stress Thallium circumferential 96
profiles
18 Calculation of ischaemic degrees and area from 98

circumferential profile

19 Patient J.F. Baseline anterior and 45° LAO 100
stress curves

20 Patient J.F. One year maximal exercise 101
anterior and 45° LAO stress curves

21 Patient J.F. One year baseline matched 102
submaximal exercise anterior and 45° LAO
stress curves

22 Mean heart rates and systolic blood pressures 121
at rest and during cold pressor stress -
exercise group

23 Mean heart rates and systolic blood pressures 122
at rest and during cold pressor stress -

control group



288

Fig. No. Title Page No.
24 Individual change in global ejection fraction 130

from rest to stress

25 Interval change histogram for regional 155
ejection fraction

26 Regions of interest during left anterior 161
oblique gated radionuclide ventriculography

27 Radionuclide ventriculography: results of 163
absolute regional ejection fraction compared
with regional wall motion

28 Radionuclide ventriculography: results of 165
relative regional ejection fraction compared
with regional wall motion

29 Interobserver variability of wall motion 171

analysis by cold pressor RNV

30 Wall motion analysis: RNV versus exercise 171
echocardiography
3 Wall motion analysis: cold pressor RNV versus 172

exercise echocardiography. Resting regional
results

32 Wall motion analysis: cold pressor RNV versus 173
exercise echocardiography. Regional results
during stress

33 Interobserver variability of wall motion 177

analysis by exercise echocardiography



Fig. No.

34

35

36

37

38

39

40

41

42

43

44

45

46

Title

Mean regional wall motion scores pre and
post training by radionuclide
ventriculography

Mean regional wall motion scores pre and
post training by two-dimensional exercise
echocardiography

Lown grading system for ventricular ectopic

activity

Minimum 24 hour heart rates exercise group

Minimum 24 hour heart rates

control group

Maximum 24 hour heart rates exercise group

Maximum 24 hour heart rates control group

Mean 24 hour heart rates - exercise group

Mean 24 hour heart rates - control group
Frequency histogram of duration of ischaemic
episodes at baseline and one year - exercise
group

Frequency histogram of duration of ischaemic
episodes at baseline and one year - control
group

Frequency histogram of hourly ventricular
ectopic beats - exercise group

Frequency histogram of hourly ventricular

ectopic beats - control group

289

Page No.

185

189

196

198
199
200
201
202
203

210

211

212

213



290

Fig. No. Title Page No.
47 Graph of mean heart rate against treadmill 226

protocol stage for the exercise group at
baseline, after betablockade and after
training

48 Treadmill parameters of disease severity: 227
Effect of training or atenolol

49 Combined treadmill performance parameters: 229
Effect of training or atenolol

50 Graph of heart rate against treadmill work- 232
load for 10 patients betablocked before and
after training

51 Patient E.P. Graphs of ambulatory heart rate 245
and ST level at baseline.

52 Patient E.P. Graphs of ambulatory heart rate 246
and ST level at one year

53 Patient J.F. Treadmill ECG's during maximal 251
exercise at baseline and one year before and

after betablockade.



ECG

HR

BP

LAD

LAO

RBC

PVC

291

ABBREVIATIONS

Electrocardiograph

Heart rate

Blood pressure

Left anterior descending

Left anterior oblique

Right anterior oblique

Red blood cell

Radionuclide ventriculography

Premature ventricular contraction



