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Introduction

Sir Thomas Willis is credited with the first description
of a patient with achalasia in 1674. Einhorn in 1888
hypothesized that the disease was due to the absence of
opening of the cardia. Over the past three centuries acha-
lasia has emerged as an important model by which to
understand the pathophysiology and therapy of motility
disorders originating from defects of the enteric nervous
system, It is the most extensively studied and readily
treatable gastrointestinal motor disorder. This chapter

reviews surrent concente in achalacia with smnhacic
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cally contracted, working in concert with the crural
diaphragm to form a barrier to the reflux of gastric
contents. The LES relaxes in response to a variety of
stimuli, |ndud|ng swallowing (primary peristalsis),

tric distension (transient lower ese

The resting pressure of the lower “ sphincter
is maintained by both myogenic and neurogenic con-
tributions, whereas LES relaxation occurs in response
to neurogenic factors. Myogenic tone of the LES refers
to the intrinsic property of the smooth muscle in this

raoinn ta remain contracted in rhe shesncs of svteenal
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Fig. 12.2 Architecture of the enteric nervous system {myenteric
plexus). (a) Normal colon. The nerve network is composed

of ganglia and interconnecting nerve fiber strands. Smaller
branches ramify from primary and secondary nerve fiber
strands and extend into the adjacent muscle layers. Although
most neurons are located within the ganglia, some nerve

that a permanent neuropathy cannot be responsible
for all cases of idiopathic STC. Similarly, biofeedback
has also been shown to improve symptoms and transit
in patients with STC following hysterectomy, a condi-
tion assumed to be secondary to irreversible pelvic
nerve damage.*

Decrease in interstitial cells of Cajal

cell bodies are also observed within the nerve fiber strands.
(b) Slow-transit constipation. Compared with controls, the

meshes of the nerve network are widened and the ganglia are
reduced in size, containing a decreased amount of nerve cells.
Reprinted with kind permission of Dr Thilo Wede! and Elsevier
Publishing (Gastroenterology 2002; 123: 1462).

demonstrated that there is a decrease in interstitial cells
of Cajal (ICC) in patients with STC.'"'® Since the ICC
act as pacemaker cells to the gut, we might intuitively
expect a condition in which transit is slow to demon-
strate an abnormality at this level. Certainly W/W"
mutant knockout mice, which lack ICC, demonstrate
delayed and disordered gut transit. In addition, both of
the studies cited'”'® demonstrated moderate hypogan-
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