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Summary. Human temporomandibular disorders due to
disturbed occlusal mechanics are characterized by
sensory, motor and autonomic symptoms, possibly
related to muscle overwork and fatigue. Our previous
study in rats with experimentally-induced malocclusion
due to unilateral molar cusp amputation showed that the
ipsilateral masseter muscles undergo morphological and
biochemical changes consistent with muscle
hypercontraction and ischemia. In the present study, the
masseter muscle spindles of the same malocclusion-
bearing rats were examined by electron microscopy.
Sham-operated rats were used as controls. In the treated
rats, clear-cut alterations of the muscle spindles were
observed 26 days after surgery, when the extrafusal
muscle showed the more severe damage. The fusal
alterations affected predominantly capsular cells,
intrafusal muscle fibers and sensory nerve endings.
These results suggest that in the malocclusion-bearing
rats, an abnormal reflex regulation of the motor activity
of the masticatory muscles may take place. They also
allow us to hypothesize that muscle spindle aterations
might be involved in the pathogenesis of human
temporomandibul ar disorders.
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Introduction

Increasing evidence has been accumulating that pain
and dysfunctional syndromes of the masticatory
apparatus, usually referred to as temporomandibular
disorders (TMDs), may take place in subjects with
disturbed occlusal mechanics (Dawson, 1974;
Kirveskari, 1978). Yet despite many years of study, the
pathophysiology of TMDs has remained elusive. It has
been hypothesized that malocclusion may influence the
functional performance of the masticatory muscles, thus
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resulting in muscular overwork and fatigue (reviewed in
Simons et al., 1999). Among the possible factors
involved in muscle dysfunction, an abnormal behavior of
muscle spindles has been proposed (Hubbard and
Berkoff, 1993; Hubbard, 1996). Muscle spindles are
sense organs located in the skeletal muscles where they
serve as mechanoreceptors sensitive to muscle length
and its changes. Their principal function is the
unconscious control of muscle tone and motor activity
(Boyd and Smith, 1984). The idea that muscle spindles
might be involved in the functional derangement of the
masticatory muscles of malocclusion-bearing subjects
also comes from experimental studiesin cat limb
muscles, in which long-lasting contractions and ischemia
have been shown to cause changes in the activity of
muscle spindles consistent with an increase in the
fusimotor discharge rate (Ljubisavljevicet al., 1992).

In arecent study, we set up arat model in which the
induction of malocclusion caused morphological and
biochemical changes of the masseter muscle consistent
with muscle hypercontraction and ischemia (Bani et dl.,
1999). The present study aims at investigating whether
structural changes may take place in the muscle spindles
of the rat masseter with malocclusion-induced damage.

Materials and methods

Twenty male albino rats, Wistar strain, weighing
250-300 g (Harlan Nossan, Correzzana, Italy) were used.
They were quarantined for 7 days at 22-24 °C on a 12-h
light, 12-h dark cycle before use. Standard hard pelleted
chow (Harlan Nossan) and water were available ad
libitum. The experimental protocol was designed in
compliance with the principles of laboratory animal care
(NIH publication No. 86-23, revised 1985) and the
recommendations of the European Economic
Community (86/609/CEE) for the care and use of
laboratory animals. Moreover, this was approved by the
animal care committee of the University of Florence
(Italy). The rats were randomly distributed in 2 groups of
10 animals each and treated as described below.

The rats of the first group were anesthesized by i.p.
injection of ketamine (Parke Davis, Milan, Italy; 150
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mg/kg body weight). Jaws were gently opened using silk
threads passed around the lower and upper incisors.
Mechanical reduction of the cusp height was carried out
to bring the teeth out of occlusion. Briefly, the superior
and inferior molar cusps of the left hemiarcades were
ground with ball-shaped diamond bur, 2 mm in diameter,
under flushing with cold saline to prevent overheating.
Care was taken not to cause pulp exposure or
damagement. The trauma during jaw opening and the
duration of the surgical treatment (about 2 min per rat)
were kept to a minimum to avoid stretch-induced
damage of the masticatory muscles. The rats of the
second group underwent the same treatment except for
molar cusp amputation and were used as controls.

To exclude that the possible differences between the
control and the experimental rats could be ascribed to
different alimentary behaviour caused by dentin
exposure and related pain and avoidance patterns, the
rats of both groups were placed into individual cages
with a predetermined amount of chow (100 g) and the
daily food consumption was measured for the entire
duration of the experiment. Food consumption was
similar in both the groups, apart from the first 48 h, in
which the rats with amputated molar cusps ate
substantially less food than the controls (Bani et al.,
1999). After 14 days, 5 rats from each group were killed
by prolonged ethyl ether anesthesia. Upon sacrifice, the
masseter muscles ipsilateral to the ground hemiarcades
were quickly excised. Tissue fragments were cut and
processed for electron microscopy, as described below.
The remaining rats, 5 with molar amputation and 5
sham-operated controls, were killed 26 days after
intervention and underwent the same sampling
procedure as above. We chose to investigate the masseter
muscles ipsilateral to the amputated molars because in a
previous study on the same rats used here we have
shown that substantial muscle tissue changes following
unilateral malocclusion are almost exclusively localized
in the ipsilateral masseter (Bani et al., 1999).

For electron microscopy, the tissue fragments were
cut in small pieces, fixed by immersion in cold 4%
glutaraldehyde in 0.1M sodium cacodylate buffer, pH
7.4, for 3 h at room temperature, and postfixed in 1%
osmium tetroxide in 0.1M phosphate buffer, pH 7.4, for
1 hat 4 °C. They were then dehydrated in graded
acetone, passed through propylene-oxide and embedded
in Epon 812 (Fluka, Buchs, Switzerland). Semi-thin
sections, 2 pm thick, were stained with toluidine blue-
sodium tetraborate and observed at a light microscope to
localize muscle spindles. Ultra-thin sections were then
cut, stained with uranyl acetate and alkaline bismuth
subnitrate and viewed under a JEM 1010 electron
microscope (Jeol, Tokyo, Japan) at 80 kV. In each rat, at
least 2 muscle spindles, each coming from a different
tissue fragment, were examined. In this way, a minimum
of 10 muscle spindles was analyzed in each experimental
group. Observations were preferentially carried out in
the equatorial and juxtaequatorial regions, where sensory
nerve endings are concentrated. In some cases, the polar

regions where motor nerve endings are located were dso
examined.

Results
Control rats

In the control rats, the muscle spindles had a norma
appearance. They were usually composed of a thin,
multilayered capsule surrounding intrafusal muscle
fibers and associated sensory and fusimotor nerve
endings.

The capsule was made up of an outer capsule
enclosing a periaxia space filled with electron-lucent
matrix, and a thin inner capsule adjacent to intrafusal
muscle fibers and sensory nerve endings. The outer
capsule was composed of concentrically arranged,
flattened perineural cells joined by tight junctions,
surrounded by a basal lamina and containing many
pinocytotic vesicles (Fig. 1A). Thin collagen fibrils and
small blood capillaries were interposed between the cell
layers. The inner capsule was composed of a few
perineural cells poor in pinocytotic vesicles and other
cells featuring quiescent fibroblasts with long, sender
cytoplasmic processes and no basal lamina (Fig. 1B).
Beneath the inner capsule, thin collagen fibers and large
elastic fibers were seen.

The intrafusal muscle fibers had the well-known
ultrastructural features described in the literature (Boyd
and Smith, 1984). Usually, there were two nuclear bag
fibers and two-to-four nuclear chain fibers, which could
be distinguished on the basis of the nuclear distribution,
the characteristics of myofibril cross banding, the
amount of mitochondria and of sarcoplasmic reticulum,
and the relationships with the surrounding elastic fibers.
(Fig. 2A,B). Satellite cells were seldom encountered
apposed to'intrafusal muscle fibers.

Sensory nerve endings, closely adherent to the
intrafusal muscle fibers, showed densely packed
mitochondria and small-sized coated and uncoated
vesicles (Fig. 2B.C). In distinct areas of the two apposed
membranes, intermediate junctions could also be seen
(Fig. 2C). On the side opposite to the muscle fibers, the
sensory terminals were lined by a basal lamina
continuous with that of the muscle fibers. No Schwann
cells covered the terminals.

Fusimotor nerve endings were located at the poles of
the intrafusal muscle fibers and contained many synaptic
vesicles and mitochondria. They were always covered by
Schwann cells.

As arule for mammals (Rokx et al., 1984; Eriksson
and Thornell, 1987; Rowlerson et al., 1988; Bredman et
al., 1991; Sciote and Rowlerson, 1998), we found
muscle spindles in tissue areas rich in type | (also caled
red, or slow) muscle fibers, known for having a
predominantly oxidative metabolism (Goldspink, 1983).
In these areas, the extrafusal muscle fibers as well as the
capillary endothelia had a normal appearance. Of note,
capillaries were located within grooves at the surface of
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muscle fibers and had open lumina. substantial changes could be observed in the electron
microscopic appearance of the different muscle spindle
components, apart from occasional mitochondrial
alterations in the intrafusal muscle fibers. These
In the rats with molar amputation since 14 days no alterations consisted of zig-zag-shaped, whorled or

Rats with molar amputation

Fig. 1. Control rats: muscle spindles. A. The outer capsule is composed of multiple layers of flattened perineural cells (P), provided with numerous
pinocytotic vesicles and a continuous basal lamina. x 20,000. B. The inner capsule shows few perineural cells poor in pinocytotic vesicles and a
quiescent fibroblast (F) with long and slender cytoplasmic processes. The periaxial space is filled with electron-lucent material. x 9,000. Bars: 1 ym.
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Fig. 2. Control rats: muscle spindles. A. A nuclear bag muscle fiber cut in the juxtaequatorial region shows normal ultrastructural features. Arrows point
at elastic fibers. x 18,000. B. A nuclear chain muscle fiber (MF) in transverse section at the equatorial region shows a very small diameter and a thin rim
of myofibrils around a nucleus. A sensory nerve ending (SE) filled with mitochondria can also be seen apposed to the muscle fiber. x 12,000. C. A
sensory nerve ending (SE) apposed to a nuclear chain intrafusal muscle fiber shows numerous mitochondria and a basal lamina continuous with that of
the muscle fiber. Intermediate-like junctions can be seen between the two apposed membranes (arrows). x 25,000. Bars: 0.5 ym.

—_

disrupted cristae, wall thickening due to close apposition
between the inner and the outer membranes, and clearing
of the matrix (Fig. 3A-C). Of note, the muscle tissue
areas surrounding the spindles showed constricted
capillaries and many extrafusal type | muscle fibers with
swollen mitochondria.

In the rats with molar amputation since 26 days,
clear-cut ultrastructural abnormalities were found. These
abnormalities ranged from slight mitochondrial changes
of intrafusal muscle fibers like those observed at 14 days
to severe alterations involving all the fusal components.
In this latter case, the outer capsule showed perineura
cells with mitochondrial swelling, clearing of the
cytoplasmic matrix, and strong reduction or even
disappearance of pinocytotic vesicles (Fig. 4A). The
inner capsule contained fibroblasts with enlarged Golgi
apparatus and several lysosomes (Fig. 4B). The
intrafusal muscle fibers showed swollen mitochondria,
edematous cytoplasmic matrix, and large lysosomes
(Figs. 4B, 5A-C). The sensory nerve endings also
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showed prominent changes, i.e. swollen mitochondria
(Fig. 5C), elongated mitochondria with paracristalline
inclusions (Fig. 6A,B), and presence of lysosomes and
autophagic vacuoles (Fig. 6C). When examining the
polar regions of muscle spindles, the fusimotor nerve
endings encountered usually showed normal features,
apart from sparse mitochondrial swelling of moderate
degree. Extrafusal muscle fibers in the vicinity of the
more severely damaged spindles often showed signs of
injury, ranging from marked mitochondrial swelling to
myofibril contracture or even disarrangement of the
contractile apparatus. Blood capillaries were very
constricted, with their lumina often reduced to a narrow
cleft.

Discussion
The present findings show that ultrastructural

changes take place in the muscle spindles of the rat
masseter muscle affected by malocclusion-induced
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Fig. 3. Rats with molar amputation since 14 days: muscle spindles. Different kinds of mitochondrial abnormalities can be seen in the muscle fibers: A)
zig-zag cristae (arrow) and membrane thickening (arrowheads), B) whorled cristae (arrow), C) disrupted cristae and clearing of the matrix (arrows).

X 25,000. Bars: 0.5 pm.
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Fig. 4. Rats with molar amputation since 26 days: muscle spindles. A. Perineural cells (P) of the outer capsule show cytoplasmic edema, mitochondrial
swelling and strong reduction of pinocytotic vesicles. X 15,000. B. A fibroblast (F) of the inner capsule shows numerous lysosomes in its cytoplasm
(arrows). A nuclear chain muscle fiber (MF) with swollen mitochondriacan also be seen. X 7,500. Bars: 1 pm.
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Fig. 5. Rats with molar
amputation since 26
days: muscle spindles.
A. A nuclear bag
muscle fiber shows two
large membrane-bound
bodies featuring
lysosomes (arrows).

X 7,500. B. A nuclear
chain muscle fiber
shows two lysosomes
(arrows). x 20,000.

C. A nuclear chain
muscle fiber (MF)
shows edematous
cytoplasmic matrix and
swollen mitochondria.
Similar abnormalities
can also be seen in the
apposed sensory nerve
ending (SE). x 18,000.
Bars: I pym.
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Fig. 6. Rats with molar
amputation since 26 days:
muscle spindles. A. A
sensory nerve ending (SE)
apposed to a nuclear
chain muscle fiber (MF)
shows abnormal,
elongated mitochondria
with paracristalline
inclusions (arrows).

x 20,000. B. Higher
magnification of the former
figure showing in detail the
paracristalline inclusions in
the matrix of aberrant
mitochondria. x 37,500.

C Sensory nerve endings
(SE) containing lysosomes
(arrows) and an
autophagic vacuole
(arrowhead) apposedto a
muscle fiber (MF) with
swollen mitochondria.

X 25,000. Bars: 0.5 ym,
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damage. At day 14 from molar cusp amputation, these
changes consisted of scattered mitochondrial
abnormalities of the intrafusal muscle fibers similar to
those described in tissues with altered mitochondrial
metabolism (Luft et al., 1962; Ernster and Luft, 1963;
Gustaffson et al., 1965; Knoll and Brdiczka, 1983), or in
hypoxic muscle tissues (Karpati et al., 1974). At day 26
from molar cusp amputation, muscle spindle
abnormalities were more severe than in the short term
experiments. These abnormalities affected not only the
intrafusal muscle fibers, but also the capsular cells and
the sensory nerve endings. Besides diffuse mitochondrial
swelling, lysosomes appeared in the intrafusal muscle
fibers, similar to those described in the advanced stages
of mouse muscular dystrophy (Ovalle and Dow, 1986)
and in the spindles of rat soleus muscles subjected to
tenotomy (Matsumoto and Baker, 1987). The marked
changes of the perineural cells of the outer capsule
suggest that the damaged capsule may have lost its
function of barrier towards the incursion of foreign
molecules from the extrafusal interstitium, thus causing
an dteration of the microenvironment in which sensory
nerve endings operate (Kennedy and Yoon, 1979; Dow
et al., 1980). This view is further strengthened by the
occurrence of cells of the inner capsule showing
cytological signs of activation of the lysosomal
apparatus, in keeping with their supposed role as
scavengers of foreign molecules in the periaxial space
(Kennedy and Yoon, 1979; Dow et al., 1980).

Our data show that sensory nerve endings undergo
clear-cut alterations. Mitochondria are markedly swollen
and sometimes show paracristalline inclusions,
reminiscent of those observed in muscles of patients
with different kinds of myopathy (reviewed in Scochet
and Lampert, 1978) as well as in hepatic cells
undergoing ischemia (Swenson et al., 1967). These
changes have been associated with deficient respiratory
control (Karpati et al., 1973). Moreover, lysosomes and
autophagic bodies are a frequent finding, thus suggesting
that demolition of damaged organelles and other
cytoplasmic components has occurred in the nerve
endings.

It is likely that the observed changes of the muscle
spindles are related to ischemia, as can be deduced by
the marked constriction of blood capillaries and the
occurrence of muscle fiber alterations characteristic of
ischemia in the muscle tissue surrounding the spindles.
A more detailed description of the changes of the
extrafusal muscle tissue has been reported in a previous
inves)tigation carried out in the same animals (Bani et al.,
1999).

The results from our study may have physiological
implications, since they suggest that, along with the
appearance of morphological abnormalities, the function
of muscle spindles may also be affected. Based on the
mere ultrastructural data, we cannot establish which lund
of functional alteration might take place in the damaged
muscle spindles. However, previous observations have
shown that an increased fusimotor discharge rate occurs

in cat limb muscles subjected to long-lasting fatigue and
ischemia (Ljubisavljevic et al., 1992). In turn, increased
fusimotor activity could enhance sensitivity of muscle
spindle sensory endings, as in fact observed in fatigued
muscles (Nelson and Hutton, 1985), thus causing higher
than normal motor output. An increased motor activity
of the masseter muscle may also depend upon an
abnormal behaviour of fusal la afferents, which could
cause hyperexcitability of the masseter & motoneurons
by means of their central connections with these cells
(Fritz et al., 1989). One could speculate that similar
conditions might also occur in the spindles of the
masseter muscles of the malocclusion-bearing rats
studied here, which are subjected to functional overload
and ischemia. An excess muscle tone possibly due to
dysfunction of muscle spindle afferents might contribute
to the masseter hypercontraction observed by us in the
extrafusal muscle fibers of the malocclusion-bearing rats
(Bani et al., 1999).

Caution is needed when transferring the conclusions
drawn from experimental animal models to humans.
Nonetheless, it is well known that muscle spindlesin the
human jaw muscles play a crucial role in the perception
of the spatial location of the mandible and the interdental
dimension (Broekhuijsen and van Willigen, 1983;
Morimoto, 1983), as well as in the adaptation of the
masticatory apparatus to new requirements coming from
changes in jaw relationships due to occlusal alterations
(Eriksson and Thornell, 1987). Our hypothesis that
malocclusion may lead to muscle spindle dysfunction
and excess motor activity of the masseter muscle might
help to explain the occurrence of alocal twitch response
upon mechanical stimulation of the jaw muscles in
patients suffering for TMDs (Bergamini and Prayer-
Galletti, 1992; Simons et al., 1999), as well as the
frequent.association of disturbed occlusal mechanics and
bruxism (Laskin, 1969; Trenouth, 1979).

Acknowledgements. This study was supported by a grant from the
University of Florence, Florence, Italy. We are grateful to Dr Francesca
Tosi, Dr Roberta Tosi, and Mr Daniele Guasti for skillful technical
assistance.

References

Bani D., Bani T. and Bergamini M. (1999). Morphologic and biochemical
changes of the masseter muscles induced by occlusal wear. Studies
in a rat model. J. Dent. Res. 78, 1735-1744.

Bergamini M. and Prayer-Galletti S. (1992). Systematic manifestations
of musculoskeletal disorders related to masticatory dysfunctions. In:
Anthology of craniomandibular orthopedics. Coy R.E. (ed).
Buchanan. Collingsville. pp 89-102.

Boyd I.A. and Smith R.S. (1984). The muscle spindle. In: Peripheral
neuropathy. 2nd Edition Dyck P.J., Thomas P.K., Lombert E.H. and
Bunge R. (eds). Saunders. Philadelphia. pp 171-202.

Bredman J.J., Weijs W.A. and Brugman P. (1991). Relationships
between spindle density, muscle architecture and fibre type
composition in different parts of the rabbit masseter. Eur. J. Morphol.




54

Muscle spindles in rats with malocclusion

29, 297-307.

Broekhuijsen M.L. and van Willigen J.D. (1983). Factors influencing jaw
position sense in man. Arch. Oral Biol. 28, 387-391.

Dawson P. (1974). Evaluation, diagnosis and treatment of occlusal
problems. CV Mosby. St. Louis.

Dow P.R., Shinn S.L. and Ovalle W.K. (1980). Ultrastructural study of a
blood-muscle spindle barrier after systemic administration of
horseradish peroxidase. Am. J. Anat. 157, 375-388.

Eriksson P.O. and Thornell L.E. (1987). Relation to extrafusal fibre-type
composition in muscle-spindle structure and location in the human
masseter muscle. Arch. Oral Biol. 32, 483-491.

Ernster L. and Luft R. (1963). Further studies on a population of human
skeletal muscle mitochondria lacking respiratory control. Exp. Cell
Res. 32, 26-35.

Fritz N., lllert M., de la Motte S., Reeh P. and Saggau P. (1989). Pattern
of monosynaptic la connections in the cat forelimb. J. Physiol. 419,
321-351

Goldspink G. (1983). Alterations in rnyofibril size and structure during
growth, exercise, and changes in environmental temperature. In:
Handbook of physiology. Section 10. Skeletal muscle. Peachey L.D.,
Adrian R.H. and Geiger S.R. (eds). Williams & Wilkins. Baltimore. pp
539-554.

Gustafsson R., Tata J.R., Lindberg O. and Ernster L. (1965). The
relationship between the structure and activity of rat skeletal muscle
mitochondria after thyroidectomy and thyroid hormone treatment. J.
Cell Biol. 26, 555-578.

Hubbard D.R. (1996). Chronic and recurrent muscle pain:
pathophysiology and treatment, and review of pharmacologic
studies. J. Muscoloskel. Pain 4, 124-143.

Hubbard D.R. and Berkoff G.M. (1993). Myofascial trigger points show
spontaneous needle EMG activity. Spine 18, 1803-1807.

Karpati G., Carpenter S., Larbrisseau A. and Lafontaine R. (1973). The
Kearns-Shy syndrome: a multisystem disease with mitochondrial
abnormality demonstrated in skeletal muscle and skin. J. Neurol.
Sci. 19, 133-151.

Karpati G., Carpenter S., Melmed C. and Eisen A.A. (1974).
Experimental ischemic myopathy. J. Neurol. Sci. 23, 129-161.

Kennedy W.R. and Yoon K.S. (1979). Permeability of muscle spindle
capillaries and capsule. Muscle Nerve 2, 101-108.

Kirveskari P. (1978) Credibility of morphologic and psychologic theories
of TMJ pain-dysfunction aetiology. J. Oral Rehabil. 5, 201-205.

Knoll G. and Brdiczka D. (1983). Changes in freeze-fractured
mitochondrial membranes correlated to their energetic state.
Dynamic interactions of the boundary membranes. Biochim.
Biophys. Acta 733, 102-110.

Laskin D.M. (1969) Etiology of the pain-dysfunction syndrome. J. Am.
Dent. Ass. 79, 147-153.

Ljubisavljevic M., Jovanovic K. and Anastasjevic R. (1992). Changes in
discharge rate of fusimotor neurones provoked by fatiguing
contractions of cat triceps surae muscles. J. Physiol. 445, 499-513.

Luft R., Ikkos D., Palmieri F., Ernster L. and Afzelius B. (1962). A case
of severe hypermetabolism of non-thyroid origin with a defect in the
maintenance of mitochondrial respiratory control: a correlated
clinical, biochemical and morphological study. J. Clin. Invest. 41,
1776-1804.

Matsumoto D.E. and Baker J.H. (1987). Degeneration and alteration of
axons and intrafusal muscle fibers in spindles following tenotomy.
Exp. Neurol. 97, 482-498.

Morimoto T. (1983). Mandibular position sense in man. In: Oral sensory
mechanisms. Kawamura Y. (ed). Karger. Basel, pp 80-101.

Nelson D.L. and Hutton R.S. (1985). Dynamic and static stretch
responses in muscle spindle receptors in fatigued muscle. Med. Sci.
Sports Exercise 17, 445-450.

Ovalle W.K. and Dow P.R. (1986). Alterations in muscle spindle
morphology in advanced stages of murine muscular dystrophy.
Anat. Rec. 216, 111-126.

Rokx J.T.M., van Willigen J.D. and Jansen H.W.B. (1984). Muscle fibre
types and muscle spindles in the jaw musculature of the rat. Arch.
Oral Biol. 29, 25-31.

Rowlerson A., Mascarello F., Barker D. and Saed H. (1988). Muscle-
spindle distribution in relation to the fibre-type composition of
masseter in mammals. J. Anat. 161, 37-60.

Schochet S.S. and Lampert P.W. (1978). Diagnostic electron
microscopy of skeletal muscle. In: Diagnostic electron microscopy,
Volume 1. Trump B.F. and Jones R.T. (eds). John Wiley & Sons.
New York. pp 209-251.

Sciote J.J. and Rowlerson A. (1998). Skeletal fiber types and spindle
distribution in limb and jaw muscles of the adult and neonatal
opossum Monodelphis domestica. Anat. Rec. 251, 548-562.

Simons D.G., Travell J.G. and Simons L.S. (1999). Travell & Simons'
myofascial pain and dysfunction: The trigger point manual. 2nd ed.
Volume 1. Chapter 2. Williams & Wilkins. Baltimore. pp 11-93.

Swenson O., Grana L., Inouye T. and Donnellan W.L. (1967).
Immediate and long-term effects of acute hepatic ischemia. Arch.
Surg. (Chicago) 95, 451-463.

Trenouth M.J. (1979). The relationship between bruxism and
temporomandibular joint dysfunction as shown by computer analysis
of nocturnal tooth contact patterns. J. Oral Rehabil. 6, 81-87.

Accepted August 23,2001




