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Introduction 

Favourable reports recent ly publ i shed by DAVY and HOGERZEIL 
( 1 959), DAVEY ( 1 959),  LECHAT ( 1 959 and 1 960), Ross et .  al .  ( 1 960) 
on the use of Ditophal  in the t reatment of leprosy have referred to 
the persistent object ionable odour of the act ive princ i ple, ethyl 
mercaptan .  Di tophal i s  Et isul  of I C I ,  wh ich i s  diethyl di th io l iso­
phthalate'. Messrs. I m perial Chemical I ndustries, Pharmaceut ica ls ,  
Ltd . made early attem pts to mask th is odour by incorporat ing 
var ious perfumes in to the  origi nal preparat ion .  The resu l t i ng  cream 
as used in  tbe tr ials quoted above was acceptable to most pat ients .  
The man ufacturers have made further exper iments di rected towards 
producing a bu lk  l i quid preparat ion , which besides bei ng less costly 
to produce and pack than a cream which is suppl ied in ind ividual 
dose tubes of 5 g . ,  would a lso bave certa i n  pract ical advantages. 
A l iqu id preparat ion was found very acceptable in  a tr ia l ,  appl ied 
twice week ly for 3 months to 1 7  patients at Uzuakol i  Leprosari um .  
A n  im proved product has  si nce been prepared . This  is  " Et i su l  
Formu lat ion F-565" which  i s  the subject of th is  report. 

The Trial 

For this trial 1 4  in tel l igent adu l t  pat ients,  al ready under treat­
ment with standard doses of Dapsone or Thiambutosi ne (which is 
the d i phenyl th iourea, C iba- 1 906) were i n vited to co-operate in this 
acceptabi l i ty trial of the Et isu l l iqu id preparat ion . Of the 14 patients 
3 already had experience of the standard Et i su l  cream and with the 
earlier Etisul  l iquid preparation : 3 others had previously used the 
cream only. The dose was 5 ml. which could be measured con­
ven ient ly from the multidose pack i n to a cyl indrical container 
supplied to each patient ,  this container having  been scored to show 
the 5 ml .  level . D uring the trial t here was no absenteeism and all 
the patients spont�neous ly cont in ued the treatment for the whole 
period. There was one exception in  a pat ient who had to cease treat­
ment because of severe recurrence of lepra reaction . 

On  three occasions the patients were questioned individually and 
privately ( 1 )  after the first four appl icat ions twice-week ly ;  (2) after 
3 months ; (3) after the end of the trial period of 6 months .  The 
responses were as fol l ows. The 4 pat ients who had u sed the Etisul  
cream previously were unanimous t hat the Etisul Liq uid (Form u la­
t ion F-565) was m uch superior to the cream from their point of view. 
They found that i t  rubbed in  more easily, and disappeared more 
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rapidly from the ski n .  They volunteered the view that the rubbing  
requ ired a less vigorous  effort for a shorter period of time than was 
necessary with the cream. The mercaptan odour emanating  from the 
skjn seemed to be less persistent than was the c'ase with the cream, 
and it disappeared more completely after a warm bath with scented 
soap, taken 2 hours after i nunction . It seems l i kely that when the 
cream was used, a proportion of the active principle was adsorbed 
on to the surface of the particles of inert and unabsorbable excipient 
(magnesium stearate) used in the preparation . S ince a higher pro­
port ion of the active product is probably absorbed percutaneously 
in the case of the l iquid preparat ion,  the therapeut ic effect should be 
greater. 

As  for persistence of the mercaptan odour in the breath, n o  
difference between the cream a n d  the l i quid was noted b y  those 
who had experience of both. After 3 months of treatment, all but 2 
of the patients found the smell of the l iquid q uite acceptable, even 
though several of the new patients had begun the trial with some 
prej udice against the drug derived from hearsay. By the end of the 
trial, all the patien ts were qu i te enthusiastically in favour .  

Our conclusion was that Et isu l  Liquid Preparat ion ( Formulation 
F-565 I C I )  is a very satisfactory preparation of diethyl dithioliso­
phthalate for percutaneous admin i strat ion . It proved acceptable to 
all 1 3  patients who used it in 5 ml .  doses twice weekly for 6 months .  
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