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Effect of Aramine-Induced Smooth Muscle Contraction
on Length-Tension Diagrams of Venous Strips

By Epwarp Luoxarp, M.D. anp Sranrey J. Sarnorr, M.D.

The elastic properties of helically cut strips of peripheral veins of dogs were studied. Length-tension
diagrams of relaxed venous strips are compared with those obtained when the smooth muscle of the
strip is contracted in the presence of a long-acting sympathomimetic agent, Aramine. Sustained
strong, muscular contraction is always associated with a change in the shape of the length-tension
curve and a marked decrease in the extensibility of the tissue. The contribution to total strip ten-
sion of the smooth muscle relative to that of other tissue elements appears to be greater in this
preparation than it is in certain previously described arterial tissues. Aramine causes smooth
muscle contraction of the isolated vein strip in concentrations comparable to those probably
achieved in vivo. This fact supports the hypothesis that Aramine can alter the pressure-volume

characteristics of the venous bed in intact animals.

HE experiments reported are a study of the

length-tension relationships of isolated,
dog, peripheral venous strips examined in
vitro under controlled conditions. The effect on
this system of Aramine,* a long-acting sympa-
thomimetic agent, is also described.

METHODS

A segment of vein from the lateral aspect of the
lower leg of a dog anesthetized with Nembutal was
quickly dissected out and placed in Krebs-bicarbo-
nate solution. The segment was 15-20 mm. in
length, approximately 1-2 mm. in diameter, con-
tained no branches and was free of surrounding con-
nective tissue. By cutting the segment in the form
of a helix, a strip about 2 mm. wide was obtained.
Those muscle fibers which had been circularly
oriented in the intact vein are thus longitudinally
oricnted in the strip. A 5-10 mm. length of the
strip was suspended between two clamps in Krebs-
bicarbonate solution. The distance between the
two clamps could be varied, and the tension exerted
by the strip continuously recorded with a strain
gage, strain analyzer and a direct-writing oscillo-
graph. The details of the method are described else-
where.!

Dilutions of Aramine were made in distilled
water so that addition of about l{go of the tissue
bath volume would give the desired final concentra-
tion. Data for dose-response curves were collected
by increasing the bath concentration of Aramine
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in tenfold steps, allowing the tension to stabilize
between each addition.

The length-tension experiments were performed
by decreasing strip length to Iy (the length at which
no tension is exerted) and then increasing the
length in 0.5 mm. increments, waiting 1 or 2 min.
between each length change so that a reasonably
steady state was achieved. Each length increase
was made over a period of 5 sec. This sequence was
followed for one or two control runs, then in the
presence of Aramine and once again after the Ara-
mine had been washed out of the bath.

In some preparations spontaneous rhythmic small
contractions occurring at a rate of 3-5/min. ap-
peared, especially following stretch. These occurred
in 2 of the 9 venous strips studied and were abolished
in those preparations by lowering the calcium ion
concentration from 5.0 to 2.5 mEq./L. at the be-
ginning of the experiment.

RESULTS

Iffect of Aramine on Tension af Conslant
Strip Length. When Aramine is added to the
bath in which the venous strip is suspended, a
relatively rapid increase in tension occurs. This
is followed by a slower rise that may continue
for 10 to 15 min. before a plateau is reached.
In some preparations the initial rise is followed
by a moderate decline in tension before a
steady level is achieved. The final plateau
tension is quite stable, with no significant
change over 30 to 50 min. periods of observa-
tion. The peak response i1s comparable to the
maximum that can be obtained with l-epi-
nephrine.

A record which demonstrates the relation-
ship between the final tension and the bath
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Fia. 1. Effect of increasing Aramine on strip
tension. Original tracing. X-axis time, 10 min. time
mark drawn on tracing; Y-azis, tension (Gm.). At
arrows, Aramine was added to achieve a final con-
centration in micrograms/milliliter: A = .005; B =
.055; C = .56; D = 5.6; E = 55.6; F = washout.
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Fia. 2. Aramine dose-response curve. X-axis,
Aramine concentration +y/ml., logarithmic scale;
Y-azis, strip tension (Gm.).

concentration of Aramine is presented in
figure 1. When the logarithm of Aramine con-
centration is plotted against tension, an
S-shaped curve is obtained (fig. 2).

Effect of Aramine on the Length-Tension Dia-
gram of the Venous Strip. Figure 3 shows
records representative of the 12 experiments
performed on 9 venous strips, from which the
data for length-tension diagrams were ob-
tained. Record A is a pre-Aramine control.
Records B and ¢ were made at two different
concentrations of Aramine. The last tracing
was obtained after the drug was washed out of
the bath. In all records each increment in strip
length caused a sharp rise in tension followed
by a fall to a plafeau level. The fall has been
described previously for many tissues®® and
is sometimes called stress relaxation.® Figure 4
shows the curves obtained from the data. of
figure 3 when strip length is plotted against
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Fia. 3. Experimental records for length-tension
diagrams. N-axis, time, 2 min. time mark drawn on
tracing; Y-azis, tension. Numbers along the X-axis,
strip length in millimeters. Each sharp upswing in
the tracings coincides in time with a 0.5 mm. increase
in strip length.

Record A, control; B, Aramine 0.1 ug./ml.; C,
Aramine, 5.0 pg./ml.; D, post-Aramine control.
tension. The dashed curves are a joining of
points which represent the peak tension
achieved after each length change. The solid
curves show the relationship between strip
length and plateau tension values. The sus-
tained muscle contraction induced by Aramine
causes an obvious shift in the position of the
curves, so that I, (the length at which no ten-
sion is exerted) for curve C is reduced to about
65 per cent of the control value. This is simply
an indication of the extent of shortening which
can occur in the presence of the drug. It can
also be seen that when the muscle is strongly
contracted the relationship between length and
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tension approaches linearity. The post-Aramine
control curve is practically identical with the
pre-Aramine control.

The range of strip tensions studied includes
and exceeds the range of physiologic venous
pressure (from 0 up to 30-50 mm. Hg), accord-
ing to calculations based on the relationship
between pressure and tangential tension in the
vessel wall.” Such calculations can provide only
an approximation of the pressure range because
of the uncertainty in estimating the radius of
the vein under consideration.

For wire or long strips in which the cross-sectional
area is small, elasticity is generally expressed in
terms of Young’s modulus. Only the change in
length is considered, changes in cross-sectional area
Fly . hiel
Aap 0 which
F is the force in grams applied, A is the cross-
sectional area, [y is the unstretched length, and Al
is the change which occurs when the force is applied.
Extensibility may be considered the reciprocal of
this ratio. The less extensible the strip, the greater
is Young’s modulus. In applying these definitions
to a strip of tissue with heterogeneous components,
the meaning of A presents a problem, since not all
the elements which make up the cross-sectional
area share the stress equally. Thus, when the strip
contracts, only the smooth muscle and the tissue
to which it is attached in series contribute to the
tension; and the cross-sectional area of this stress-
bearing element is an unknown fraction of the total.
If the point of physiologic interest is the comparison
of the change in extensibility of a given strip in con-
tracted and relaxed states, rather than Young’s
modulus for the stress-bearing elements in the strip,

the

heing ignored. The formula is ¥ =

L Fly
then the more useful expression is simply AL
tension exerted for a fractional length change of the
strip under study. Extensibility in this paper, there-
fore, refers to the reciprocal of this quantity for a
strip of given width.

In accordance with the foregoing argument,
a distinction must be made hetween a decrease
in extensibility of the strip and a shift of the
length-tension curve without such a decrease.
As an example of the latter, comparison may
be made between curves A and B in figure 4.
Curve B is similar in shape to curve A, but is
shifted down the length axis so that if the strip
is stretched to, say, 13 mm. a greater tension
is exerted than that exhibited in the control
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Fi1a. 4. Length-tension diagrams plotted from data
of figure 3. Dashed curves, a joining of points which
represent the peak tension achieved after each length
change. Solid curves, plateau tension values. X -azis.
strip length (mm.); Y-azis, tension (Gm.). 4, con-
trol, B, Aramine, 0.1 pg./ml.; C, Aramine, 5.0 ug./ml.

The post-Aramine control points from record D
in figure 3 are also shown, peak and plateau values at
each strip length being joined by vertical lines. These
latter curves (D) have not been drawn, however, be-
cause of their close proximity to curves A.

state at 13 mm. If an estimate is made of the
slopes of the early portions of the two curves,

Al/l
one can calculate the quantity —I-(,—O, the frac-

tional length change per gram of tension, which
i1s a measure of the extensibility of the tissue.
It is 1.6 for curve A, 1.8 for curve B. These
differences may not be significant; there was
insufficient data to determine whether minimal
contraction is generally associated with an in-
creased extensibility, because of the uncer-
tainty in determining the slopes of the early
portions of the curves. When the control is
compared with the maximally contracted state,
however, the differences are unequivocal: for
all specimens examined the strongly contracted
strip is less extensible than the control. The
ratio

extenstbility, relaxed state

exlenstbility, strongly conlracted stale

had a mean value of 2.7 £ S.D. 1.2, based on
the 7 venous strips for which the slopes of the
early portions of the length-tension curves
could be readily estimated. Thus, strong con-
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traction is always accompanied by a marked
decrease in extensibility.

The magnitude of stress relaxation, that is
the drop in tension to a plateau from the peak
value attained immediately after a length
change, is greater in the contracted than in the
relaxed state.

Discussion

The elastic properties of vascular tissue have
frequently been a subject for study in the past.
Much of the information contained in the
length-tension diagrams of the dog vein strips
can be found in the load-extension curves of
aortic strips published by Roy in 1880.8 This
author discussed the slow rate at which such
smooth muscle organs reach a new equilibrium
length after loading, the description of which
as “‘elastische Nachwirkung” Roy attributed
to Ii. Weber in 1841. It is obviously related to
the stress relaxation which is seen in the vein
strips after stretching (fig. 3). Roy also noted
the difference between the pressure-volume
curve of a tubular segment of aorta and the
length-tension curve of a strip and explained
the now well-known sigmoid shape of the for-
mer on the basis of the geometry of the organ,
a consideration which has been recently empha-
sized by Burton.?

Our studies showed that, over a physiologic
range of tensions, dog peripheral venous strips
always exhibit diminished extensibility in the
strongly contracted state. Similar findings were
described by Winton,? whose length-tension
curves for dog retractor penis and guinea pig
uterus showed that the muscles became less
extensible when contracted.

Since the smooth muscle fibers in the wall of
a blood vessel are very short (about 50 ) and
must in effect be joined end to end by collagen
or elastic tissue, no conclusions can be drawn
about the elasticity of the muscle cells without
some reference to their arrangement in the
vascular wall. The studies of Benninghoff on
arteries suggest that the cells are not connected
directly, but insert into elastic tissue.’® For
purposes of this discussion, the venous strip
may be considered in terms of a generally used
simple model as (1) a chain of muscle cells in
series with an inert elastic element interspersed

between them (the series component of the
strip), and (2) a parallel elastic component
running from one end of the strip to the other,
without connections to the muscle. The strip
length at which no tension is exerted may be
defined as l,. When the unstimulated tissue is
stretched beyond [y, the tension which develops
is due to the stretch of both series and parallel
components. But if the muscle is stimulated to
contract, and the strip is allowed to shorten to
some length below the unstimulated l,, the
parallel elastic elements are now all slack and
the load is carried only by the series component.
The extensibility of the venous strip during
contraction below the unstimulated lo reflects
then, the extensibility of the contracted series
component alone, and it was found to be less
than the extensibility of the series plus parallel
components in the relaxed state. The elastic
modulus of the venous smooth muscle cells
must, therefore, have increased significantly
during contraction. The results also suggest
that the elastic modulus of the contracted
muscle fibers is greater than that of elastic
tissue. The latter conclusion cannot be drawn
with certainty, however, because the cross-
sectional areas of the different tissue elements
sharing the stress and their relative elongations
during extension of the strip are unknown.
There are few studies in the literature which
compare the mechanical properties of relaxed
and contracted blood vessels, if observations
under such unphysiologic conditions as post
mortem shortening!' are excluded. The avail-
able data, obtained from aorta!?- ¥ and carotid
sinus,* have in common the fact that distensi-
bility for stimulated vessels was found to be
greater than that for unstimulated vessels over
a certain pressure range,* results which are the
opposite of those provided by the dog venous
strips. The divergent findings may be related

* Volume distensibility, D, may be defined as

VaP X 100. The word is frequently used loosely, and

sometimes ¥ is not known. In the studies quoted,
however, even though a strictly quantitative answer

. Av
was not always available, 1t is clear that 3P (or a

related function) was greater in the contracted than
in the relaxed state, at a time when ¥ had decreased.
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to the difference in the tissues studied. From
Alexander’s data on aorta,® it would appear
that the contribution to total tension of the
contracted smooth muscle in his preparation is
small compared to that of the parallel elastic
tissue in the vessel wall. Thus, muscular con-
traction induced by addition of epinephrine in
high dosage increased by only 1.5 times the
tangential tension in the wall of the unstimu-
lated vessel stretched, say, 10 per cent above
lo. In contrast, for the dog peripheral venous
strip, contraction of the muscle caused an
eleven-fold rise in tension above that of the
unstimulated tissue stretched a comparable
amount above /.

On the basis of the data on aorta and carotid
sinus,”® ¥ Burton concluded that smooth
muscle, whether relaxed or contracted, con-
tributes very little directly to the total elastic
tension of the vessel wall.” The present study
shows that this is not true for peripheral venous
strips. It appears likely that smooth muscle can
contribute significantly to vascular wall tension
in all but the large elastic vessels.

Stress relaxation was found to be greater for
the contracted strip than for the relaxed one;
suggesting that among the elements in the
vessel wall, the smooth muscle is mainly re-
sponsible for this phenomenon. The fact that
stress relaxation of muscular umbilical artery
was much greater than that of carotid artery
with its larger proportion of elastic tissue led
Zatzman and his colleagues to a similar con-
clusion.!'s This observation may have meaning
in the interpretation of in vivo pressure volume
relationships in veins in which varying degrees
of smooth muscle contraction are present.

Recent studies have shown that the circula-
tory depression accompanying high levels of
positive pressure breathing can be counter-
acted by the administration of Aramine.!'® It
was thought that one of the effects of this agent
might be to decrease the distensibility of veins,
thus diminishing the displacement of blood
from lung to periphery which occurs during un-
compensated pressure breathing, The fact
that Aramine causes a decrease in the extensi-
bility of isolated veins supports this hypothesis.
The concentrations of drug used in vitro are
comparable to those which were achieved in

vivo. The experiments showing the effects of
Aramine on the circulatory depression of posi-
tive pressure breathing provide one example
among many of how the pressure-volume char-
acteristics of the venous bed have substantial
consequences for circulatory homeostasis.

SUMMARY

Length-tension diagrams of peripheral ve-
nous strips from dogs have been presented. It
has been shown that a sympathomimetic agent,
Aramine, causes contraction of the muscle in
the isolated venous strip. Over the range of
lengths studied, strong muscular contraction is
always associated with a decrease in extensi-
bility of the tissue, and it is apparent that the
smooth muscle is capable of contributing sig-
nificantly to the total tension of the vessel wall.
The effect of Aramine on isolated vein is con-
sistent with the hypothesis that the drug has
an effect on peripheral venous tone in the dog.

SUMMARIO IN INTERLINGUA

Ios presentate diagrammas de tension longi-
tudinal de peripheric bandas venose ab canes.
Esseva monstrate que le agente sympatho-
mimetic ‘Aramina’ causa contractiones del
musculo in isolate bandas venose. Intra le
limites de longitude studiate, forte contrac-
tiones muscular es semper associate con un
reduction del extensibilitate del histo, ¢ il es
apparente que le musculo lisie es capace a
contribuer significativemente al tension total
del pariete vascular. Le effecto de Aramina
super vena isolate se trova de accordo con le
hypothese que le droga exerce un effecto super
le tono venose peripheric in le can.

REFERENCIES

! LEONARD, 18.: Alteration of the contractile re-
sponse of artery strips by a potassium-free
solution, cardiac glycosides and changes in
stimulation frequency. Am. J. Physiol. In
press.

2 BrockLEHURST, R. J.: Studies on the physiology
of plain muscle. The effect of alteration of
initial length on the tension produced on con-
traction. J. Physiol. 61: 275, 1926.

3Hiun, A. V.: The viscous elastic properties of
smooth muscle. Proc. Roy. Soc., London. B.
100: 100, 1926.

4SarNOFF, S. J. axp BererLunp, E.: Pressure-


http://circres.ahajournals.org/

1102 ‘Sg Ae N uo 1s9nb Aq /Bo's[euno feye'salolio//:dny woly papeojumoq

174 LENGTH-TENSION DIAGRAMS OF VENOUS STRIPS

volume characteristics and stress relaxation
in the pulmonary vascular bed of the dog. Am.
J. Physiol. 171; 238, 1952.

5 ALEXANDER, R. 8., Epwarps, W. 8., AND AN-
KENEY, J. L.: The distensibility characteristics
of the portal vascular bed. Circulation Re-
search 1: 271, 1953.

6 GurH, K.: Muscular contraction and rubber like
elasticity. Ann. New York Acad. Sc. 47: 735,
1947.

" Burron, A. C.: Relation of structure to function
of the tissues of the wall of blood vessels. Phy-
siol. Rev. 34: 619, 1954.

8 Roy, C. S.: The elastic properties of the arterial
wall. J. Physiol. 3: 125, 1880.

9 Winron, F. R.: The influence of length on the
response of unstrinted muscle to electrical and
chemical stimulation and stretching. J. Physiol.
61: 368, 1926.

1 BeNNINGHOFF, A.:  Ueber die Beziechungen
zwischen elastischem Gerust und glatter Musku-
latur in der Arterienwand und ihre funktionelle
Bedeutung. Ztschr. Zellforsch. und Mikroskop.
Anat. 6: 348, 1927.

U MacWiLLiaM, J. A.: On the properties of the
arterial and venous walls. Proc. Roy. Soc.,
London. 70: 109, 1902.

2 Wicgers, C. J. anp WeGRIa, R.: Active changes
in size and distensibility of the aorta during
acute hypertension. Am. J. Physiol. 124: 603,
1938.

13 ALexANDER, R. S.: The influence of constrictor
drugs on the distensibility of the splanchnic
venous system analyzed on the basis of an
aortic model. Circulation Research 2: 140, 1954,

14 LanpareN, E.: The baroreceptor activity in the
carotid sinus nerve and the distensibility of the
sinus wall. Acta physiol. scandinav. 26: 35,
1952,

15 Zarzman, M., Sracy, R. W., RanpaLr, J., axp
EBERSTEIN, A.: Time course of stress relaxation
in isolated arterial segments. Am. J. Physiol.
177: 299, 1954,

16 Morcan, W. L., Jr., Binion, J. T., AND SARNOFF,
S. J.: The circulatory depression induced by
high levels of positive pressure breathing
counteracted by metaraminal (Aramine). J.
Appl. Physiol. 10: 26, 1957.


http://circres.ahajournals.org/

1102 ‘Sz Ae|N uo 1s9nb Aq /Bio'sfeulno feye'salolio//:dny wioly papeojumoq

Circulation {rmt
Research

JOURNAL OF THE AMERICAN HEART ASSOCIATION

Effect of Aramine-Induced Smooth Muscle Contraction on Length-Tension Diagrams of
Venous Strips
EDWARD LEONARD and STANLEY J. SARNOFF

Circ Res. 1957;5:169-174

doi: 10.1161/01.RES.5.2.169
Circulation Research is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231
Copyright © 1957 American Heart Association, Inc. All rights reserved.
Print ISSN: 0009-7330. Online ISSN: 1524-4571

The online version of this article, along with updated information and services, islocated on the
World Wide Web at:

http://circres.ahajournals.org/content/5/2/169

Permissions: Requests for permissions to reproduce figures, tables, or portions of articles originally published in
Circulation Research can be obtained via RightsLink, a service of the Copyright Clearance Center, not the
Editoria Office. Once the online version of the published article for which permission is being requested is
located, click Request Permissions in the middle column of the Web page under Services. Further information
about this process is available in the Permissions and Rights Question and Answer document.

Reprints: Information about reprints can be found online at:
http://www.lww.com/reprints

Subscriptions: Information about subscribing to Circulation Research is online at:
http://circres.ahajournal s.org//subscriptions/



http://circres.ahajournals.org/content/5/2/169
http://www.ahajournals.org/site/rights/
http://www.lww.com/reprints
http://circres.ahajournals.org//subscriptions/
http://circres.ahajournals.org/



