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in the neurone itself might be the basis of the lesion. Neither
hypothesis has much evidence to support it.2

Some correlation, however, may be found between the
concentration of ALA and the severity of the symptoms.
ALA has a chemical structure similar to the neurotransmitter
y-aminobutyric acid and might possibly be competing for
y-aminobutyric acid receptor sites.? 8 But in experimental sys-
tems treatment with ALA has only a modest effect—incom-
patible with the devastation of neural function seen in patients.

Since deficiency of porphobilinogen deaminase is the primary
lesion in acute intermittent porphyria exacerbation of the
condition by drugs might reasonably be expected further to
diminish directly the activity of that enzyme. Only one drug,
carbamazepine, seems to do this.2 Most drugs seem to act by
altering the control mechanisms of haem biosynthesis (through
negative feedback at transcriptional and translational levels) by
depleting a conjectural “regulatory haem pool” arising from
degradation of hepatic cytochromes, especially P450, during
drug detoxification. Other mechanisms have been proposed,
and further work is in progress.$

These notions have led to the development of a “logical”
treatment for acute systemic porphyric attacks—with haema-
tin. Success has been claimed, but further evaluation is needed,
and meanwhile intravenous laevulose probably remains the
mainstay of treatment.? The most important measure is preven-
tion: avoidance of drugs dangerous in the three susceptible
types of porphyria. Such drugs are diverse in chemistry and
pharmacology, and the results of screening are not always easy
to relate to the patient; but some have been graded for risk
and those which are safe defined.? Those established as dan-
gerous now number over 50 and include barbiturates, sulphon-
amides, anticonvulsants (hydantoins, succinimides), some
tranquillisers (for example, meprobamate), the antidiabetic
sulphonylureas, and certain non-steroidal anti-inflammatory
agents (for example, phenylbutazone). Safe drugs include
chlormethiazole, chlorpheniramine, chlorpromazine, proprano-
lol, aspirin, pethidine, and morphine.

Overproduction of ALA and porphobilinogen by a patient
with porphyria always indicates a potential drug hazard.
But a distinction must be made between the chemicals and
drugs that provoke acute systemic attacks in the three porphy-
rias mentioned above and agents which merely aggravate or
precipitate porphyria but not acute attacks. This is illustrated
by porphyria cutanea tarda, where overproduction of ALA and
acute systemic attacks do not occur; among the agents which
may aggravate or precipitate the condition are oestrogens,
ethyl alcohol, iron, and polychlorinated aromatic compounds.
Furthermore, patients with porphyria cutanea tarda are sus-
ceptible to acute liver disturbance from chloroquine, which is
turned to therapeutic advantage when given in a prolonged
low dose regimen.® This relatively common type of porphyria
has diagnostic “porphyric> skin symptoms, no neurological
features, and is associated with accumulation (urinary) of
uroporphyrin and depression of uroporphyrinogen decarboxy-
lase. In porphyria cutanea tarda it is quite safe to prescribe
barbiturates (sedative or anaesthetic), tranquillisers, antiepilep-
tics, and other drugs contraindicated in acute porphyrias.
This also applies to the erythropoietic types of porphyrias.

Such varying drug sensitivity highlights the importance of
correct diagnosis. Laboratory methods are paramount and
entail quantitative assay of urinary porphobilinogen and ALA
for confirmation of the attack of acute porphyria. Porphyrins
may also be assayed quantitatively in urine and stool for
differential diagnosis of the type of porphyria. Other assays—
for example, of enzyme activity in the haem biosynthetic path-
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ways—are not essential in acute attacks, but in acute intermit-
tent porphyria these methods may be useful for identifying
doubtful or latent disease and in family studies.
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Can we assess the effects
of acupuncture?

Despite all the recent interest in acupuncture among doctors,
scientists, and the public confusion persists about how it works
—or indeed if it works at all.! Reviews of the technique have
tended to concentrate on the mechanism by which it acts as an
analgesic rather than its clinical effect on chronic pain.23
Nevertheless, some 20 controlled clinical studies have attemp-
ted to evaluate acupuncture, mainly for painful musculo-
skeletal conditions. These studies divide into three broad
categories: acupuncture compared with conventional treat-
ment,*~® acupuncture compared with random insertion of
acupuncture needles,!®!° and acupuncture compared with a
physical placebo.2°-2 The results give an overall impression
that acupuncture has an analgesic effect in about 60%, of
patients with chronic pain and that it may be more effective
than conventional treatment in some specific conditions such as
osteoarthritis of the knee and tennis elbow.® ®

These trials have not, however, convinced the sceptics.
Most were poorly designed, with small numbers of patients,
muddled entry criteria, short follow up, and no clear definition
of success or failure. Further studies will be needed to overcome
doubts and provide a sound basis for the selection of patients
for treatment. But is it possible to design a scientifically
sound clinical trial of acupuncture versus conventional treat-
ment ?

The answer is that convincing studies are hard to design—
for several reasons—but the task is not impossible provided
that the problems are recognised. Firstly, acupuncture usually
has a sustained analgesic effect,® 8 but one that is unpredictable;
some patients find that pain is relieved for only an hour or two
while others (receiving exactly the same treatment) report
almost complete relief from pain for as long as one or two years.
Secondly, the speed of response varies from an immediate
improvement in symptoms to a slowly progressive relief of
pain. These two features of acupuncture analgesia make cross-
over trials virtually impossible, and studies need to be designed
on a comparative basis.
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Next, when acupuncture is compared with conventional
treatments some sort of physical placebo will be needed.
Several studies have compared acupuncture with random
‘needling, assuming it to have only a placebo effect. Such an
assumption is probably incorrect. Any noxious stimulus can
attenuate pain elsewhere in the body through the mechanism
of diffuse noxious inhibitory control.?* 25 Probably the best
available placebo is mock transcutaneous nerve stimulation,
which produces a placebo response of the order of 309,26-28—
similar to that expected from placebo medication.2s 29 30
The machine may be defunctioned simply by stopping the
transmission of current to the patient while allowing its “black
box™ to produce audio or visual signals. It may therefore be a
more suitable physical placebo than random needling, which
has a 409, response rate.

Should a study to compare acupuncture with mock trans-
cutaneous nerve stimulation have different therapists pro-
viding the two different treatments ? Such a design might, in
effect, compare the charisma of the therapists rather than the
treatments. If the same therapist provided both treatments he
or she might “sell” one particular treatment in a less convincing
way than the other. Both options have faults, but it is difficult
to devise a valid placebo which may be used consistently,
without the therapist’s knowledge.

A further problem with most of the published clinical trials
is that too few patients have been entered for a statistically
significant result to emerge. Trial size need not be large,
however, if two widely different treatments as acupuncture,
with a predicted 609, response rate, versus a physical placebo,
with a predicted 30%, response rate, are compared. Clear
definitions of success or failure of treatment must be made at
the start of the study. Pain returns almost invariably after
treatment with acupuncture, and it may be more appropriate
to use a survival analysis rather than a comparative statistical
test.31

Another criticism of some of the previous studies is that they
have evaluated the effect of acupuncture on pain without
analysing the natural history of different types of pain.®
Ideally a single disease should be studied, and the entry
criteria should define a relatively homogeneous group of
patients.

Acceptable studies of effects of acupuncture as an analgesic
should, then, be single blind, comparative trials, initially
using a physical placebo, perhaps later comparing the effects
of acupuncture with more conventional treatment. If acupunc-
ture is to become an accepted treatment objective scientific
studies must be carried out.3?
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Letters to the editor

One of the reasons for publishing a scientific paper is to hold
it up for critical scrutiny and comment. We believe this
comment should be public and immediate, which is why we
devote so much space to correspondence. So we are pleased to
be receiving more letters for publication, but like all bonanzas
it is creating problems. Ten years ago we published more
than three quarters of all the letters we received, but now we
can publish only half—despite devoting more pages to
correspondence. In order to stop the proportion we publish
from dropping any lower (and maybe even to raise it) we
are going to change our policy. From now on we will shorten
some letters ourselves unless authors specifically state that
we may not, and authors’ willingness to have their. letters
shortened will inevitably be one factor we will consider when
deciding which letters to publish.



