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Lette rs to t h e  E d i to r  

T H A L I D O M I D E  N E U R O P A T H Y  

The optimistic reports from the  recent L eprosy 
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 ( 1 96 1 )  and there were numerous letters 
mentioning similar cases , and a leading article 
on the subject, in the same j ournal . There were 
also 2 arti cles from Germany ( Rauffauf, 1 96 1 ;  
Schneid et al . ,  1 96 1 )  reporting a similar clinical 
picture . It is  therefore surprising that in the 
original drug trials by Sheskin ( 1 965a , b) no 
mention i s  made of this complication , and that 
no detai ls  are given of the clinical findings in the 
peripheral nervous system before or after 
treatment . 

Fullerton and O 'Sull ivan ( 1 968 )  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 50 % 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, individual idiosyncrasy was 
unlikely to be important since the severity of 
the neurolog ical 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 peri ods. 

In the October issue of Leprosy Review there 
is a paper by Sheskin and Sagher ( 1 968 ) on the 
trial of thalidomide derivatives CG 60 1 and 
CG 603 in leprosy reactions . The authors state 
that the pharmacodynamics of CG 60 1 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 
g iven of the clinical findings in the peripheral 
nervous system , both before and during thalido­
mide therapy . 

It is also clear from the report by Ful lerton 
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 .  C RA W FORD 
c /o Bank of New South Wales 
SacIeville Street 
London , W . l  
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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 I II 

leprosy reaction was established by Dr. J .  
Sheskin , i t  was well understood that the main 
problem was to consider possible side-effect3 . 
The dI ug was not administered to women of 
child-bearing age or only under strict super­
vision in  hospital . 



In order to find out whether neuropathy w ill 
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 60 1 and CG 603 
so far. 

FELIX SAGHER, M . D .  

Professor o f  Dermatology and Venereology 
Hadassah-Hebrew University Hospital 
Jerusalem 

3 March, 1 969 

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 ( 1 965 ) and Davey ( 1 965 ) 
pointed out in their comments on SheRkill 's  
( 1 965 ) paper, a drug th at has probably been the 
direct cause of much human distl ess 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 mill for 
desperate remedies . And the remedies hitherto 
advocated are themselves not without built-in 
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i atrogenic disadvantages : for example , the 
complications of prolonged cort icosteroid therapy 
are universally recognized, and the use of 
Lampren ( Geigy ) ,  perhaps better kn own 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, 1 968 ) .  

The matter has again been venti lated i n  a 
recent annotation (Lancet , 1 969 ) ,  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 
li mbs, most marked in the di stal 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 hydt·olysis , 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 lwd myel in 
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 criti cism that known 
ri sks had been di sregarded. 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,  .rest ina lente . 
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Leprosy in N o,·the,·n 'l'errit01'y Aborigines . Northern 
Territory Medical Service, Darwin, Northern Terri ­
tory, Australia, 1 968 .  39 pages . 

This publication, which is well described as "a short 
guide for nursing sisters in the diagnosis, treatment and 
management of leprosy in aborigines" ,  is remarkable 
for the qual ity and range of the 20 pages of coloured 
reproductions of leprosy lesi ons and of conditions often 
confused with leprosy . The a uthor of the text is 
Dr. J. C .  Hargrave, M . B . E . ,  the Medical Superintendent 
of the East Arm Leprosarium at Darwin, and the 
photographs are the work of S ister E .  R .  Jones . Both 
of theIn , and the printers, are to be congratulated on a 
first-class elementary introduction to leprosy, as 
practica.l as it is accurate . With this sliIn volume in 
their hands, nursing sisters and para-medical workers 
in the Northern Territory of Australia may confidentJ�' 
face the "walk-abouts" presenting a dermatosis that 
might be leprosy, and then treat leprosy if and when 
the diagnosis is made. All enquiries about this book 
shoul d  be addressed to: Dr. J. Hargrave,  M . B . E . ,  
Medical Officer- in -Charge, East Arm Leprosarium, 
P . O .  Box. 1 84 7 ,  Darwin, Northern Territory, Australia . 

Physical therapy in the treatment oj leprosy (Hansen's 
disease) .  World Confederation for Physical Therapy,  
1 968 .  28  pages . 

This 2 8 -page booklet consists of lecture notes suggested 
for use in physical therapy training schools.  Now that , 
thanks to the efforts of the W' orld Leprosy Committee 

of the International Society for Rehabilitation of the 
Disabled, leprosy is included in the training syllabus 
recommended by the World Confederation of Physical 
Therapy, a guide like the present is essential .  Most 
schools of physical therapy are far from the places 
where leprosy is a considerable endemic problem, yet 
more and more physiotherapists are bringing their 
knowledge and skil l  for a longer or shorter time to 
leprosy projects. Without their help, the work of the 
reconstructive surgeon is seriously hampered, if not 
rendered completely impossible.  Hence, the need for a 
booklet setting out succinctly the broad outlines and 
the details of the work of the physical therapist in the 
treatment of the victims of leprosy who present with 
the results of nerve damage . 

Armed with the knowledge contained in this little 
book, supplemented by appropriate demonstrations 
wherever possible, the physical therapist called upon to 
co-operate with the reconstructive surgeon will find 
here the basis for his or her work both in therapy and in 
prevention . The information offered will also serve, 
when suitably modified, for training the aides on whom 
the main burden of treatment will necessarily fal l .  

We welcome this little booklet, and wish i t  a wide 
sphere of usefulness . We understand that French and 
Spanish translations are in preparation. For further 
information, readers are ad vised to write to Miss 
M. J. Neilson, M.B.E . ,  at the office of the World Con­

. federation for Physical Therapy ,  Burdett HOLlse,  
1 5  Buckingham Street, Strand, London, "V.C .2 .  




