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Letters to the Editor

THALIDOMIDE NEUROPATHY

The optimistic reports from the recent Leprosy
Conference of the effectiveness of thalidomide
in leprosy reactions will undoubtedly lead to its
increased use. I therefore feel bound to draw
attention to the reports of neuropathy occurring
after intake of the drug. The clinical features
have been fully described by Fullerton and
Kremer (1961) and there were numerous letters
mentioning similar cases, and a leading article
on the subject, in the same journal. There were
also 2 articles from Germany (Rauffauf, 1961;
Schneid et al., 1961) reporting a similar clinical
picture. It is therefore surprising that in the
original drug trials by Sheskin (1965a, b) no
mention is made of this complication, and that
no details are given of the clinical findings in the
peripheral before or after
treatment.

nervous system

Fullerton and O’Sullivan (1968) have recently
reported a follow-up study of 22 patients
suffering from thalidomide neuropathy, 4 to 6
years after stopping the drug. There was no
recovery in 509 of these patients; 25%, had
improved, and the remainder had recovered.
Improvement was usually slow, and in some
patients did not begin for 3 years. They also
concluded from their study that, contrary to
earlier opinion, idiosyncrasy was
unlikely to be important since the severity of
the neurological disturbance appeared to be
related to the dose and the total amount of
drug taken. This needs emphasis, as in current
trials leprosy patients have received high
dosages of the drugs over long periods.

individual

In the October issue of Leprosy Review there
is a paper by Sheskin and Sagher (1968) on the
trial of thalidomide derivatives CG 601 and
CG 603 in leprosy reactions. The authors state
that the pharmacodynamics of CG 601 are
unknown, and that they may resemble those of
thalidomide. Thus it should not be assumed that
these drugs are free from side-effects. Surely in
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drug trials of this sort full details should be
given of the clinical findings in the peripheral
nervous system, both before and during thalido-
mide therapy.

It is also clear from the report by Fullerton
and O’Sullivan that the value of such a trial
would be enhanced by the inclusion of nerve-
conduction studies and biopsy in the assessment
of peripheral nerve function.

C. L. CRAWFORD
¢/o Bank of New South Wales
Sackville Street
Loondon, W.1

24 January, 1969
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In answer to the remarks of Dr. C. L. Crawford,
the following facts should be pointed out.

When the effectiveness of thalidomide in
leprosy reaction was established by Dr. J.
Sheskin, it was well understood that the main
problem was to consider possible side-effects.
The diug was not administered to women of
child-bearing age or only under strict super-
vision in hospital.



In order to find out whether neuropathy will
occur or be aggravated by the drug, regular
examinations by members of the Department of
Neurology of the Hadassah-Hebrew University
Hospital have been carried out during a 4-year
period of thalidomide therapy. These neuro-
logical examinations also included electrical
measurements and motor conduction velocity
studies. None of these examinations and
observations have revealed any newly occurring
neuropathies in these patients, or aggravation
of their leprous neuropathies already present
before treatment with thalidomide. The neuro-
logical and other examinations will be con-
tinued for several more years.

Nothing is known about any side-effects of the
thalidomide derivatives CG 601 and CG 603
so far.

FELIX SAGHER, M.D.
Professor of Dermatology and Venereology
Hadassah-Hebrew University Hospital
Jerusalem

3 March, 1969

Editorial Comment

The reported activity of thalidomide in con-
trolling severe ‘‘reactions” in lepromatous
leprosy, both erythema nodosum leprosum and
the acute exacerbation of existing cutaneous
lesions, again raises in an urgent form the
question of the advisability of using a drug with
recognized teratogenic and neurotoxic properties
in the treatment of these serious complications
of leprosy. As Jopling (1965) and Davey (1965)
pointed out in their comments on Sheskin’s
(1965) paper, a drug that has probably been the
direct cause of much human distiess and wide-
spread stirring of consciences cannot be re-
introduced into current therapy unless the most
stringent precautions are observed; the in-
dications, too, must be clear, and the superiority
of the drug must be evident and substantial.
Desperate conditions—like persistent and severe
lepromatous exacerbation—undoubtedly call for
desperate remedies. And the remedies hitherto
advocated are themselves not without built-in
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iatrogenic disadvantages: for example, the
complicationsof prolonged corticosteroid therapy
are universally recognized, and the use of
Lampren (Geigy), perhaps better known as
B 663, may be followed by cosmetically
objectionable ruddiness and hyperpigmentation,

Before its serious teratogenic and embryotoxic
effects were established, it was the neurotoxic
properties of thalidomide that brought the drug
under the condemnation of the practising
clinician, and recent surveys of patients who
suffered long ago from thalidomide-induced
peripheral neuropathy disclose the disquieting
fact that the nerve damage tends to persist in a
not inconsiderable proportion of them (Fullerton
and O’Sullivan, 1968).

The matter has again been ventilated in a
recent annotation (Lancet, 1969), which gives
an excellent summary of the major publications
on the subject. Although predominantly sensory,
the neuropathy may also affect the pyramidal
tracts. In addition to painful cramps in the
calves and burning pains in the finger-tips, many
patients had demonstrable sensory loss in the
limbs, most marked in the distal extremities of
the digits but also observable proximally. While
motor impairment may rapidly inprove when the
drug is stopped, severe sensory deficit tends to
persist, and symptoms may remain unchanged in
up to half the patients.

The mode of action of thalidomide itself, or
of any or several of the 12 known metabolites
into which it is broken down in the body on
spontaneous hydrolysis, is still far from clear.
The apparent diversity of its effects on target
tissues—the embryo at a precise stage of
development, the axon cylinders and myelin
sheaths of peripheral nerves, the dorsal root
ganglia and posterior columns, and the central
nervous system—may eventually be explicable
on a simple biochemical basis.

Meanwhile, it would not be inappropriate to
sound a note of caution regarding the use of
thalidomide in the treatment of “reactions” in
lepromatous leprosy, lest undue enthusiasm
should unleash justifiable criticism that known
risks had been disregarded. Furthermore, the
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symptomatic similarity of the toxic neuropathy
induced by thalidomide may obscure the pro-
gressive damage to the peripheral nerves that is
characteristic of late lepromatous leprosy. It
would be unfortunate, to say the least, if a
severely ill patient were relieved of the
symptoms of acute exacerbation only to become
aware later of a persistent and intractable
peripheral neuropathy that he might otherwise
have been spared. So far, it is true, no evidence
has been presented that thalidomide has pro-
voked or accelerated damage to peripheral
nerves in leprosy patients; on the contrary, its
use has been followed by some relief of nerve
pain and some recovery of nerve function.
Nevertheless, festina lente.

REFERENCES

BRITISH MEDICAL JOURNAL (1967). Thalidomide neuro-
pathy v, 536.

BRITISH MEDICAL JOURNAL (1968). Thalidomide neuro-
pathy 4ii, 42.

DAVEY, T. F. (1965). Lepr. Rev. 36, 186. Comments.

FULLERTON, P. M. and O’SULLIVAN, D. J. (1968).
Thalidomide neuropathy; a clinical, electrophysio-
logical and histological follow-up study. ./. Newurol.
Neurosurg. Psychiat. 31, 543.

JOPLING, W. H. (1965). Lepr. Rev. 36, 186. Comments.

LANCET (1969). Thalidomide neuropathy 7, 713.

SHESKIN, J. (1965). Further observations with thalido-
mide in lepra reactions. Lepr. Rev. 36, 183.

SIMPSON, J. A. (1963). Thalidomide neuropathy. Br.
med. .J. i1 1527.





