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The time and place for
digestive enzymes
According to the simple scheme of digestion taught in the
early stages of medical school physiology the pancreas secretes
an active enzyme, trypsinogen, which is converted into the
potent proteolytic enzyme trypsin within the intestinal lumen.
Why this is so, and how the process occurs, are less often
considered.
One obvious and desirable reason for the two-step mech-

anism is to prevent the pancreas from digesting itself. Another
possible advantage is that this proteolytic mechanism may
be activated at a precise time or in a particular part of the
gut, as determined by the activating mechanism. It might
also be possible for the degree of activation, as well as the
time and place, to be changed if metabolic requirements or
other aspects of digestion were altered.

Interest in the mechanism by which trypsinogen becomes
active trypsin has recently been revived. The change is
brought about by the enzyme enterokinase, a glycoprotein
found in the small intestine both in duodenal juice and bound
to the brush-border membrane. Some workers have thought
that enterokinase may originate in goblet cells or Brunner's
glands,'-3 but it cannot be shown there by immunological
methods,4 and the weight of evidence indicates that it arises
in those busy little structures, the microvilli or brush border
of the intestinal epithelial cells (enterocytes).5-8 As with
other digestive enzymes,' the amount of enterokinase within
the cell seems to increase as the enterocyte migrates from
crypt to villus tip, but enterokinase differs from other enzymes
in that its concentration is not reduced in the mucosa of
patients with coeliac disease.23
More interesting, and potentially more important, is the

apparent confinement of the enzyme to a very short segment
of the intestine-the duodenum and first 15 cm of jejunum.4
Enterocytes of this segment are unlikely to be intrinsically
different from those in the remainder of the gut, and Hermon-

Taylor and his colleagues' suggest that enterokinase synthesis
may be triggered off by changes in luminal concentrations of
other digestive substances. Trypsin, chymotrypsin, or bile-
acids, which release enterokinase from microvilli, are all
possible agents." 10 Slight support for this hypothesis comes
from the observation of enterokinase activity in a segment of
mid-jejunum anastomosed to the biliary and pancreatic
ducts after a Whipple's operation.'

Inevitably these observations raise as many questions as
they tentatively answer. What happens to enterokinase when
there is no trypsin secretion ? Is trypsin output affected by
enterokinase secretion? To what hormonal stimuli is entero-
kinase susceptible? Severe enterokinase deficiency has been
reported in an infant, but do lesser degrees of deficiency occur,
either primarily or secondary to other gut disease? Why are
normal amounts of enterokinase present in the atrophic
jejunum? There still remains much to fascinate us as the
subtle integration of the digestive process is revealed and as
we come to realise the complexity and interdependence of
the feedback mechanisms that control normal digestion,
absorption, and nutrition.
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Recovery patterns and
prognosis in aphasia
Quantitative and long-term studies of recovery of function
are remarkably rare, so that the recent investigation of recovery
patterns in aphasia in a large and relatively unselected group
of patients by Kertesz and McCabe' is both welcome and
informative. The practical and methodological problems of
studies of this kind are daunting-taxonomy, for example-
but Kertesz and McCabe had no illusions on this score: they
regarded the conventional classification they used (Broca's,
Wernicke's anomic, conduction, and global aphasia) as a
simple tool of measurement that might not be accurate or
sensitive enough to provide a reliable prognosis for the
individual case. Their caution was more than justified in
view of the changing pattern of linguistic deficit over time.
How, indeed, can long-term recovery most appropriately

be measured? Kertesz and McCabe used modified subtests of
the Boston aphasia examination, including fluency (number
and type of utterances), comprehension (responses to questions
and instructions), and repetition (of words and sentences).
Some of their patients were tested repeatedly months and in
some cases several years after onset. The resulting graphs
presented a variety of patterns, but a fair proportion showed
the expected curve, most improvement occurring'-5 within
three months. The curiously flat graphs of some patients
could probably be related to the fact that most of this
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group were first examined several months after onset. A few
graphs suggested slow, steady improvement over a longer
period, and it would be interesting to know more about these
exceptional cases.6

Research interest in the shape and extent of recovery is
comparatively new in the neurosciences, despite its obvious
relevance for prognosis and strategies of rehabilitation. Work
on the physical and psychosocial factors affecting outcome is
nevertheless gaining precision6-8; and biomathematical
techniques have been introduced to assess the rate and limits
of recovery.'0 It remains to relate changes in performance on
laboratory tasks to functional efficiency in daily life: a test
profile alone cannot give enough information about the
spontaneous use of language."

Broad clinical generalisations about prognosis were in the
main confirmed by this study. Recovery rates are higher for
post-traumatic cases than for patients with cerebrovascular
disease; global aphasia has a relatively poor prognosis;
complete recovery is observed in some cases of anomia,
conduction and transcortical aphasia; and younger patients
recover better than older ones. But there are always exceptions,
and a study of such cases would provide valuable clues to the
interrelationship of clinical variables that determines prognosis
and the strategies used by the patient and his environment to
overcome disability.

Kertesz and McCabe' were explicitly interested in spon-
taneous recovery and indeed stressed the need for clear baseline
information in this area in order to investigate the effects of
therapy. But they were also concerned with the difficulty of
assessing therapy and well aware of the limitation of almost all
case material, with its inbuilt selectional bias. Their cautious
conclusion that there were no significant differences between
the treated and untreated groups needs to be accepted with
the same reserve as reports of a significant and positive
response to therapy.12 The rationale of speech therapy remains
unclear but must be investigated if resources are to be rationally
used. In this context an exemplary review by Sarno'3 should
be required reading for clinicians and research workers.
There have been few, if any, controlled and rigorous demon-
strations that speech therapy produces a direct (linguistic)
and permanent effect on language; and it is difficult to measure
its important role as a non-specific boost to morale and self-
confidence. Aphasia itself, as Leischner'1l pointed out, "is
always an indication for treatment." But what form of treat-
ment ? Should this be structured therapy (programmed
instruction, melodic intonation therapy); counselling of
patients and especially of relatives (neglected sufferers in this
field); the use of alternative codes (manual or written sign
systems); or perhaps regular, routine clinical follow-up ?
Furthermore, therapeutic procedures themselves may need
to be revised in the light of information about characteristic
and common patterns of recovery postulated by these authors
and by Ludlow.15 We should know more about this putative
''common' pattern because of its important implications for
the design of rational remedial programmes.
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Depression in men and
women
This year has seen two important studies' 2 on the differing
prevalence of depression in men and women. Both begin by
inquiring whether the differences were real or artificial; both
conclude that there are genuine differences and go on to
discuss the possible explanations, biological and psychosocial.
The first and more comprehensive study, by Weissman

and Klerman,I summarises 37 reports published from all
parts of the world. With the exception of a few from developing
countries in Africa and from India, these reports unanimously
say that the female preponderance in depression is nearly 2:1.
Where a distinction is made the ratio is higher in neurotic
than in endogenous depressions. The ratio is consistently
high whether the source of information is patients admitted
for treatment, community surveys of people not under
treatment, or individuals who show suicidal behaviour.
Among the last group only a small minority-perhaps 100
succeed in committing suicide; of these a majority. are men.

Presumably some depression is a reaction to stress. Are
women perhaps under more stress than men? "Life events"
research3 4has confirmed that stressful events are related to
the onset and severity of depression but that there are no
consistent differences in scores between the sexes on a life
events scale. Nor, it seems, do women weigh events as more
stressful than men. Nor, again, do women feel freer than men
in Western cultures to express affective symptoms. If women
report more symptoms this is because they experience more,
not because they think the expression of psychiatric symptoms
any less undesirable than men do.
Women do, however, use health services more than men.

They attend doctors, become outpatients, and consume more
psychotropic drugs than men. Women seek help more often
for minor illnesses, whereas men (who suffer as much minor
psychiatric illness) turn less often to doctors for medical help.
Perhaps part of the discrepancy is accounted for by an excess
of depressed men among those who abuse alcohol. The
evidence on all these points is presented in great detail and the
conclusion is clear: female preponderance in depressive
symptoms is not an artefact. It is real.
Why ? Here, after surveying the evidence in depression

for an X-linked genetic factor, Weissman and Klerman look
at the evidence from endocrine research. In particular they
study the importance of premenstrual tension, oral contra-
ceptives, and postpartum depression of all degrees. They
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