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Table Haemodynamic and angiographic data before and during methoxamine infusion

Case Diagnosis CI HR SVR SA RA LVEDP LVMDP + dP/dt -dP/dt
no. (I/min per mi) (b/lmn) (dynes s (mmHg) (mmHg) (mmHg) (mmHg) (mmHgls) (mmHg/s)

cm-5)

1 CPNC C 3-7 85 1482 115 2 14 4 1400 1533
M 3-6 83 1853 145 6 22 12 1633 2433

2 CM C 3-6 65 1045 105 7 15 9 800 1200
M 3 9 77 1185 130 10 26 17 1200 1200

3 CPNC C 2-8 84 1745 100 4 13 5 - -
M 3-1 78 2054 127 6 26 8 - -

4 CPNC C 2-3 98 836 93 1 8 3 1020 1200
M 2-6 103 2007 135 7 30 21 1620 1980

5 CPNC C 4-2 85 834 105 6 11 6 2520 2590
M 4-5 81 1127 150 10 26 13 3150 3500

6 CPNC C 3-4 78 1059 100 6 11 7 1143 1714
M 3-5 78 1424 140 10 25 11 1314 2057

*7 CPNC, C 1-4 77 3319 118 6 14 8 - -
SSS M 1-4 77 3685 140 11 25 22 - -

.Mean+.SEM C 3-1+0-4 82+4 1474+333 105+9 5+1 12+1 6+1 1376+302 1647+254
M 3-2+0-4 82+4 1905+329 138+3 9+1 25+1 15+2 1783+352 2234+37!

t value 2-66 0-31 3 39 9 53 8-20 8-02 4-37 4-37 3-27
P < 0 05 NS < 0-02 < 0 001 < 0 001 < 0 001 < 0 005 < 0 005 < 0-02

CPNC, chest pain with normal coronary angiography; CM, cardiomyopathy; SSS, sick sinus syndrome; CI, cardiac index; HR, heart rate; S
systemic vascular resistance; SA, mean arterial pressure; RA, mean right atrial pressure; LVEDP, left ventricular end-diastolic pressure; LVM
left ventricular minimal diastolic pressure; +dP/dt, peak positive dP/dt; -dP/dt, peak negative dP/dt; EDV, left ventricular end-diastolic volu
ESV, left ventricular end-systolic volume; SV, angiographic stroke volume; EF, ejection fraction; Mass, left ventricular mass; DFR, diastolic fl
rate in first 1/3 of diastole; DFR,, diastolic ifiling rate in middle 1/3 of diastole; DFR3, diastolic filling rate in last 1/3 of diastole; DFRT, diastolic fil
rate for diastole as a whole; C, control; M, methoxamine.

Methods

PATIENTS
Patients with chest pain but without objective
clinical evidence of ischaemic heart disease who
were scheduled for routine diagnostic cardiac
catheterisation at North Carolina Memorial Hospital
were invited to participate in the study. The experi-
mental procedure was approved by the Hospital
Committee on the Rights of Human Subjects, and
informed consent was obtained from each patient.
Patients with significant coronary artery obstruc-
tions by angiography, mitral valve prolapse, or
hypertrophic cardiomyopathy were excluded from
the study. The study group thus consisted of 7
patients (Table). Five patients had chest pain syn-
dromes with normal coronary and left ventricular
angiography and normal or nearly normal haemo-
dynamics. One patient (case 2) had haemodynamic
and angiographic evidence of a mild congestive
cardiomyopathy probably secondary to alcohol,
and 1 patient (case 7) had sick sinus syndrome,
with a permanent transvenous ventricular demand
pacemaker and a low cardiac index. Four patients
(cases 1, 5, 6, and 7) had a history of mild hyper-
tension and 3 patients (cases 2, 4, 6) were

taking propranolol 80 to 160 mg/day which was
discontinued 12 to 36 hours before the procedure.

METHODS AND EQUIPMENT
Cardiac catheterisation was performed in the fasting
state using the right brachial arterial approach after
premedication with diazepam (Valium, 10 mg po)
and atropine sulphate (0 5 mg intravenously). Right
heart catheterisation was performed using a Gorlin
pacing catheter. Left ventricular pressure was re-
corded using high fidelity micromanometer tipped
catheters (Mikrotip, Millar Instruments, Houston,
Texas) in all patients to permit accurate measure-
ment of ventricular pressure simultaneously with
the performance of cineangiography. The patients
were instructed to avoid deep respirations and the
Valsalva manoeuvre during the cineangiogram and
recording of pressures. The first derivative of left
ventricular pressure (dP/dt) was obtained using a
passive (resistance-capacitance) differentiating cir-
cuit with a 0 5 ms time constant and an output
linearly proportional to the input frequency, within
5 per cent, up to a rated maximal frequency of 75 Hz.
Single plane (RAO) left ventricular cineangiography
was performed with the injection of 30 to 40 ml of
radiographic contrast material (Renografin 76, E. R.
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Effects of blood pressure on LV diastolic properties

)V ESV SV EF LV wall Mass DFR1 DFR3 DFRa DFRT
I) (ml) (ml) thickness (g) (mil/s) (mil/s) (mil/s) (mil/s)

(mm)

31 78 0-72 8-5 134 278 159 222 200
5 38 68 0-64 9-0 141 277 388 268 290

t 180 184 0-51 7-5 217 786 201 444 465
l 233 168 0-42 7-5 237 815 343 478 549

3 40 113 0-74 6-5 i11 254 269 396 314
59 111 0-65 7-0 134 407 148 435 343

i 75 101 0-57 8-5 166 416 426 511 467
i 100 126 0-56 8-5 193 1000 167 291 500

3 58 100 0-63 11*5 233 481 241 244 327
63 106 0-63 11*5 236 958 361 153 491

L 75 129 0-63 8-5 184 491 296 407 398
87 154 0-64 9-0 223 806 644 83 503

48 81 0-63 8-5 132 500 95 56 225
i 71 65 0-48 8-5 142 472 78 78 226

;+32 72+19 112+13 0-63+0-03 8-5+0-6 168+17 458+ 67 241+40 326+60 342+40
'+37 93+25 114+ 15 0-57+0-03 8-7+0-5 187+ 18 676+ 108 304+73 255+60 415+48

;-06 3-35 0-26 2-60 2-12 3-86 2-36 0-80 1*26 3-45
-025 < 0-02 NS < 0-05 NS < 0-01 NS NS NS < 0-02

Squibb & Sons, Inc., Princeton, NJ) into the ven-

tricular chamber at a rate of 10 to 15 ml per second.
A Siemens caesium iodide image intensifier was

used and cineangiograms were recorded on 35 mm
film at 56 frames per second. Care was taken to
ensure that neither the patient nor the equipment
was moved and that the degree of obliquity was

reproduced between sequential RAO angiograms. A
movable marker synchronised with the QRS com-

plex of the electrocardiogram was filmed with the
cineangiogram and used to identify end-diastole.
A recording of the electrocardiogram, high fidelity
left ventricular pressure, injection marker, and
cineangiographic frame markers was made simul-
taneously with the cineangiogram, and enabled left
ventricular pressures to be matched with left ven-

tricular angiographic silhouettes throughout the
cardiac cycle (Fig. 1).

EXPERIMENTAL PROCEDURE

After placement of the catheters, baseline (control)
measurements were made of Fick or indicator dilu-
tion cardiac output, systemic arterial pressure (SA),
right atrial pressure (RA), high fidelity left ventricu-
lar pressure, and the first derivative of left ventricu-
lar pressure with respect to time (dP/dt). Control

left ventricular cineangiography and simultaneous
high fidelity left ventricular pressure measurement
were then performed. Ten to 15 minutes later, after
intracardiac pressures had returned to baseline,
methoxamine hydrochloride (Vasoxyl, 100 mg in
500 ml DsW) was infused to raise mean arterial
pressure 25 to 35 mmHg, and this state was main-
tained for 10 minutes. In order to prevent the reflex
bradycardia that occurs with methoxamine infusion,
the heart was paced at a heart rate approximately
equal to the control heart rate with the pacing
catheter positioned in the high right atrium. Cardiac
output, intracardiac pressure measurements, and
left ventricular cineangiography were repeated and
methoxamine was then discontinued. In 5 control
subjects with chest pain and normal coronary
angiography, 2 left ventricular cineangiograms with
high fidelity left ventricular pressure measurements
were performed 10 to 15 minutes apart, without
methoxamine infusion, to assess the effect of the
cineangiogram itself on the diastolic pressure-
volume relation. The high fidelity left ventricular
pressure was balanced with the pressure measured
through the fluid-filled lumen of the Millar catheter
before and after each cineangiogram to ensure that
there was no drift in the high fidelity pressure.
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mframemarkers

Fig. 1 Recording of the electrocardiogram (ECG),
high fidelity left ventricular pressure (LV), first
derivative of left ventricular pressure with respect to
time (dP/dt), mean systemic arterial pressure (SA),
mean right atrial pressure (RA), injection marker,
and cineangiographic frame markers made simultaneously
with the left ventricular cineangiogram. The injection
marker signals the time at which contrast material
is injected into the left ventricular chamber and
enables cardiac cycles on the pressure tracing to be
matched with corresponding cycles on the cineangiogram.
The electrocardiogram and cineangiographic frame
markers, combined with a moveable marker synchronised
with the QRS complex of the electrocardiogram and
recorded on the cineangiogram, enable left ventricular
pressures to be matched with left ventricular
angiographic silhouettes throughout each cardiac cycle.

ANALYSIS OF DATA
For each patient, left ventricular angiographic
silhouettes were traced every frame (18 ms intervals)
from initial diastole, which was defined as the angio-
graphic frame immediately before the mitral valve
opening movement, to end-diastole, which was de-
fined as the angiographic frame during which the
QRS marker first moved. The earliest adequately
visualised beats were used, and the first 2 beats
after premature systoles were excluded. High
fidelity left ventricular pressures, recorded simul-
taneously with the cineangiogram, were matched
with left ventricular angiographic silhouettes as
shown in Fig. 1. Left ventricular volumes were
calculated using the area-length method and a grid
calibration technique (Kasser and Kennedy, 1969)
with the help of a sonic digitiser (Science Assessories
Corp., Southport, Conn.) interfaced to a program-
mable calculator (Wang Laboratories, Inc., Tewks-
bury, Mass). Interobserver variation in the
measurement of volumes by this technique was
found to be less than 4 per cent. Pressure-volume
curves were constructed throughout diastole for
each study patient from data obtained during the
control period and during methoxamine infusion.
Pressure-volume curves were also constructed for

the 5 subjects who had serial angiograms without
methoxamine infusion.

Left ventricular wall thickness was measured at
end-diastole in the RAO projection (Rackley et al.,
1964; Kennedy et al., 1970), and correction for
magnification was made using a grid calibration
technique. Left ventricular mass was calculated at
end-diastole using ellipsoidal formulas assuming
uniform left ventricular wall thickness.

Diastolic filling rates were measured as the change
in calculated ventricular volume during diastole
divided by the time over which this change occurred
as determined from the number of cineangiographic
frames elapsed. Diastolic filling rates were measured
during the first, middle, and last thirds of diastole
and for total diastole during both the control state
and during methoxamine infusion.

Comparisons of haemodynamic and angiographic
indices between the control period and methoxa-
mine infusion were made using a two-tailed paired
t test.

Results

The relation between left ventricular diastolic pres-
sure and volume in the control state and during
methoxamine infusion for each of the 7 study
patients is shown in Fig. 2 and 3. In each subject
there was a substantial upward displacement of the
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Fig. 2 Left ventricular diastolic pressure-volume
curves before and during methoxamine infusion in a
patient with chest pain and normal coronary angiography
(case 1, Table). The curve is shifted upward with left
ventricular pressure being higher for any given volume
with methoxamine.
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Fig. 3 Left ventricular diastolic pressure-volume curves in 6 patients with chest with syndromes and normal
coronary angiography before and during the administration of methoxamine. In each patient there is a substantial
upward displacement of pressure-volume curve with methoxamine. Haemodynamic and ventriculographic data for
each patient are shown in the Table.

pressure-volume curve, so that, at a given volume,
pressures were higher during methoxamine infusion.
In the 5 subjects who had serial angiography without
methoxamine infusion, there was little change in the
pressure-volume relation. Data from 3 of these
patients are shown in Fig. 4.
The haemodynamic and angiographic data for

the 7 subjects are shown in the Table. Systemic
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vascular resistance and mean arterial pressure in-
creased significantly with methoxamine. Cardiac
index increased slightly while heart rate was con-
trolled and did not change. Mean right artial pres-
sure, left ventricular end-diastolic pressure, left
ventricular minimal diastolic pressure, peak +dP/
dt, and peak - dP/dt all increased significantly. Left
ventricular end-diastolic volume and end-systolic
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Fig. 4 Left ventricular diastolic pressure-volume curves in 3 of the 5 patients
with chest pain syndromes and normal coronary angiography who underwent
serial left ventriculography 15 minutes apart but did not receive methoxamine.
In each subject there is no apparent difference between the first and second
pressure-volume curves, indicating that ventriculography itself was not responsible
for the changes in the diastolic pressure-volume curves seen with methoxamine.
(Reproduced with the permission of the Journal of Clinical Investigation.)
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volume increased significantly while stroke volume
did not change appreciably and ejection fraction fell
slightly. Left ventricular wall thickness at end-
diastole increased slightly but not significantly and
left ventricular mass increased significantly. The
diastolic filling rate increased during the first third
of diastole but changed little during the middle and
last third of diastole.
The 5 subjects who had serial angiography with-

out methoxamine infusion had no significant change
in left ventricular end-diastolic volume (142 + 14 vs
146 + 15 ml), wall thickness (7 7 + 0-9 vs 7-7 + 0-9
mm), or left ventricular mass (289 + 41 vs 297 + 44 g).

Discussion

Methoxamine hydrochloride is an alpha-adrenergic
agonist whose predominant effect in experimental
animals and man is vasoconstriction (Eckstein and
Abboud, 1962). Previous studies in dogs have shown
that methoxamine infusion results in an increase in
systemic arterial pressure and systemic vascular
resistance, a reflex bradycardia mediated primarily
through baroreceptors, a fall in cardiac index, and
an increase in pulmonary artery and right atrial
pressures (Aviado and Wnuck, 1957; Brewster et al.,
1960; Eckstein and Abboud, 1962). The drug has no
significant inotropic effect on the human or dog
heart (Goldberg et al., 1960; Eckstein and Abboud,
1962), though there is some recent evidence that
methoxamine may exert a positive inotropic effect in
isolated rabbit and cat papillary muscles at low
frequencies of stimulation (Endoh and Schumann,
1975; Rabinowitz et al., 1975). The drug has little
effect on venous tone (Eckstein and Hamilton,
1957).

In our study systemic arterial pressure and
systemic vascular resistance increased significantly
while heart rate was controlled with atrial pacing
and did not change. Cardiac index increased slightly,
which differs from most previous animal studies, and
is probably related to the fact that heart rate was
controlled. The slight increase in cardiac index in
our subjects may be explained by increases in pre-
load, but an increase in contractility cannot be
excluded. Peak positive dP/dt increased significantly
with methoxamine probably related to increased
preload (end-diastolic volume) (Mahler et al., 1975),
and peak negative dP/dt increased significantly
probably because of increased systemic arterial
pressure (Weisfeldt et al., 1974b). Both right atrial
and left ventricular diastolic pressures increased
substantially. In previous animal studies, increased
filling pressures with methoxamine have been attri-
buted to increased left ventricular volumes resulting
from compensatory left ventricular dilatation in the

face of an increased afterload, but left ventricular
volumes have not been measured (Brewster et al.,
1960). Our study shows that the increased ventricu-
lar diastolic pressures are only partly the result of
increased left ventricular volumes. The major factor
responsible for the increased left ventricular
diastolic pressures with methoxamine is an altera-
tion in the left ventricular diastolic pressure-volume
relation.
Acute changes in the left ventricular diastolic

pressure-volume relation in man have only been
recognised recently and the mechanisms responsible
for these changes remain unclear. Several investi-
gators have shown an upward shift in the left ven-
tricular diastolic pressure-volume relation (higher
pressure at a given volume) in patients with coronary
artery disease who develop angina in response to
atrial pacing (Barry et al., 1974; Mann et a!., 1977)
or isometric hand grip (Flessas et al., 1976). This
has been attributed to impaired left ventricular re-
laxation. There is convincing evidence in experi-
mental animals and man that left ventricular relaxa-
tion may be impaired with ischaemia (Tyberg et al.,
1970; McLaurin et al., 1973; Weisfeldt et a!., 1974a),
but whether this impaired relaxation extends
throughout diastole to alter the pressure-volume re-
lation in middle and late diastole is uncertain. Studies
in open chested dogs during acute global ischaemia
while on right heart bypass at constant heart rate
and aortic pressure and with the pericardium re-
moved, failed to show any change in the pressure-
volume relation (Palacios et al., 1976). This raises
the possibility that the acute changes in the pressure-
volume relation seen in man may be caused by
extramyocardial factors rather than intrinsic changes
in myocardial properties. Studies with sodium
nitroprusside and glyceryl trinitrate administered to
patients with congestive heart failure and coronary
artery disease have shown a downward shift in the
diastolic pressure-volume relation (lower pressure
at a given volume) (Parmley et a!., 1976; Brodie et al.,
1977). One possible reason for this effect is that
vasodilators may exert a direct relaxant effect on
ventricular muscle (Brodie et al., 1976, 1977), but an
alternative explanation is that these drugs may alter
external constraints to left ventricular filling. The
studies of Alderman and Glantz in which pressures
were measured primarily through fluid-filled
catheters showed a shift of the pressure-volume
curve with both nitroprusside and angiotensin and
support of the latter view (Alderman and Glantz,
1976).

In our study, acute systolic loading with methox-
amine resulted in an upward shift of the diastolic
pressure-volume curve in each subject. While there
are several possible explanations for this shift, the
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increase in left ventricular wall mass that also
occurred in each subject suggests that acute systolic
loading and increases in coronary artery perfusion
pressure may result in coronary vascular engorge-
ment and an erectile or stiffening effect on the left
ventricular myocardium. This possibility is sup-
ported by experimental evidence of animals. In the
isovolumic canine left ventricle, Salisbury and his
co-authors found that increases in coronary artery
perfusion pressure increased the left ventricular end-
diastolic pressure; they attributed this to stiffening
of the myocardium resulting from an erectile effect
caused by the sinusoidal nature of the coronary
circulation (Salisbury et al., 1960). Likewise, Ahn
et al. (1977) found a direct effect of coronary artery
perfusion pressure on diastolic stiffness and thick-
ness in the rabbit left ventricle, and Gaasch and
Bernard (1977) found that acute changes in coronary
blood flow altered left ventricular wall thickness
The importance of these observations is uncertain
because Abel and Reis (1970) and Templeton et al.
(1972) were unable to show any change in the stiff-
ness of the canine left ventricle with alterations in
coronary perfusion pressure and flow. Nevertheless,
our data support the observations of Salisbury et al.,
Ahn et al., and Gaasch and Bernard and suggest that
the human myocardium may act like erectile tissue
in response to acute changes in systemic arterial
pressure.
The main reservation in drawing this conclusion

lies in the limitation in the measurement of left
ventricular mass from single plane angiography.
The assumption of uniform wall thickness is not
precisely true. In addition, it is possible that acute
changes in ventricular loading may alter the shape
of the left ventricle and invalidate some of the
assumptions used in the calculation of left ventricu-
lar mass from single plane angiography. These re-
main potential limitations of this study.

There are several other factors which potentially
could be important in influencing the left ventricular
diastolic pressure-volume curve. Methoxamine
could act directly on the myocardium to impair left
ventricular relaxation. In cat papillary muscles,
methoxamine causes a slight prolongation of the
time for isometric tension to fall to one-half its peak
value (RT 1/2) (Rabinowitz et al., 1975), but studies
in man have failed to show any direct effect on
myocardial function (Goldberg et al., 1960), and it
is unlikely that our observations can be explained
by a direct effect of methoxamine on left ventricular
relaxation. Methoxamine could also potentially
impair left ventricular relaxation by inducing
myocardial ischaemia due to increased systemic
arterial pressure and increased myocardial oxygen
demands. The patients selected for our study did

not have coronary artery disease or evidence of
myocardial ischaemia so this mechanism is unlikely.

Secondly, methoxamine could alter viscous and
inertial forces by changing the rate of left ventricular
filling and this could affect the diastolic pressure-
volume relation. In experimental dog studies, Noble
et al. (1969) noted an upward shift of the left ven-
tricular diastolic pressure-dimension curve in early
and late diastole with methoxamine, and attributed
these changes to altered viscous and inertial forces
caused by more rapid ventricular filling in early
and late diastole. In our study, the rate of left
ventricular filling was increased in early diastole
with methoxamine, but changed little in middle
and late diastole. Therefore, it appears that altered
viscous forces may contribute to the changes in the
pressure-volume relation in early diastole in our
patients, but they probably cannot account for the
changes in middle and late diastole.
There is experimental evidence in dogs that

changes in right ventricular loading may alter left
ventricular stiffness (Laks et al., 1967; Taylor et al.,
1967; Kelly et al., 1971; Bemis et al., 1974). In-
creases in right ventricular diastolic pressure change
the left ventricular diastolic pressure-volume curve
such that left ventricular diastolic pressure is higher
at a given volume. Presumably this is because of
shifts in the interventricular septum so that it limits
left ventricular filling (Bemis et al., 1974). In our
subjects right ventricular filling pressures increased
significantly with methoxamine, and this mechanism
could be important in the acute changes in the
pressure-volume relation seen in our patients.

Pericardial restriction also could potentially
account for the changes in the pressure-volume
relation with methoxamine. The pericardium prob-
ably offers no restriction to ventricular filling under
normal conditions, but it may be capable of exerting
a restrictive function when the heart is distended to
large volumes (Holt et al., 1960; Holt, 1970). In-
creases in left ventricular and presumably right
ventricular volumes with methoxamine could en-
croach upon the limited intrapericardial space and
cause restriction to left ventricular filling by the
relatively non-distensible pericardium (Glantz et al.,
1977; Janicki and Weber, 1977; Shirato et al., 1977).
We cannot exclude this mechanism, but one might
expect partial equalisation of right ventricular and
left ventricular filling pressures at end-diastole,
which we did not observe.

In summary, an increase in systemic arterial pres-
sure with methoxamine resulted in a substantial
upward shift ofthe left ventricular diastolic pressure-
volume curve and an increase in left ventricular
mass in each subject. These changes are probably
not the result of intrinsic changes in myocardial
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properties, since methoxamine has little or no
direct effect on the human myocardium and since
the patients studied had no evidence of myocardial
ischaemia. The increase in left ventricular mass
suggests that acute increases in systemic arterial
pressure may increase left ventricular stiffness by
coronary vascular engorgement and an 'erectile
effect' on the left ventricular myocardium. The study
cannot exclude pericardial restriction and changes in
right ventricular loading as contributing factors in
acute shifts in the left ventricular diastolic pressure-
volume curve.

The authors thank the cardiovascular technicians of
the C. V. Richardson Cardiac Catheterization
Laboratory for their help in obtaining and process-
ing the data.
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