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REPLY TO 'IS THE LEPROMIN TEST RELIABLE IN CHILDREN?' 
Sir, 

Dr Stanley Browne's letter ' on this subject is of considerable interest, especially as he recommends the institution of 
investigations into this problem which is equally applicable to adults. 

[n 1957-8 [ was fortunate to have under my care 2 very co-operative patients who let me carry out extensive clinical 
examinations, slit smears, Mitsuda tests and biopsies on small areas of dimorphous skin lesions all within a short space of time 2 

My conclusions about the Mitsuda tests closely parallel those of Dr Browne. They were that: 'The presence of a poorly 
developed lepromatous infiltrate did not appear to exclude a positive lepromin reaction in a clinically similar part of the lesion 
neither did the prior development of epithelioid and giant cells exclude lepromin negativity of the lesion very close to where they 
were found . '  

Perhaps t h e  repetition of this type of investigation using larger numbers of willing patients would help t o  solve t h e  problem 
posed by Dr Browne, and at the same time tell us more about the nature of the interactions between different cel(types and live 
and denatured Hansen's bacilli .  
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M 0 CORCOS 

DAPSONE COMPLIANCE USING ISONIAZID-MARKED FORMULA nON 
Sir, 

[n Lepr Rev, 1 983;  54: 3 1 7-25, Stanley et af. ' describe their investigation of dapsone compliance using an isoniazid-marked 
formulation in conj unction with the determination of dapsone/creatinine (D/C) ratios in urine. Their basic idea is  to determine 
the mean D/C ratios in the urines of individual patients under conditions of full compliance which-in their procedure-is not 
established by a period of supervised dapsone intake, but by the detection of 2 isoniazid metabolites in  the urines. Once an 
estimate of the individual's mean 'compliant' D/C ratio has been obtained, his compliance can be followed by comparing the 
D/C ratios in further urine samples with this estimated mean. The paper gives an example of such comparisons in which numbers 
of missed doses are calculated based on a fall in D/C ratios by about 50% every 27 h. 

[ have considerable doubts about the validity of this procedure because of the following: 
The urine of a patient who would have missed yesterday's dapsone dose, but would have taken today's dose correctly, would 

be equally positive in the marker test for compliance as the urine of a fully compliant patient. 
2 The 'compliant' D/C ratios of individuals in this study had on average a variation about the mean of 'only' ± 1 2%, but in 
more than a quarter of the individuals the lowest D/C 'compliant' ratio was less than 73% of the highest one, the percentage that 
is used to discriminate between full compliance and one missed dose. 
3 Because of the 'small' variability in the 'compliant' D/C ratios all marker-positive urines were considered to be due to 
dapsone intake that same morning. H owever, at least the lower D/C 'compliant' ratios referred to under point 2 could quite well 
be interpreted as being due to dapsone intake on the previous day. 
4 Previous studies of half-lives of dapsone in man have reported considerable variation, with ranges from I I-53 h and means 
varying from 1 8-38 h 2-4 Calculations in individuals should therefore be based on individual half-lives and not on a mean value. 

[n view of the points raised above, such calculations of numbers of missed doses as presented in the paper are of little value. 
But even if it could lead to valid calculations, to introduce an isoniazid-marked formulation would seem equally far-fetched as 
hospitalization for the purpose of establishing full compliance when estimating the 'compliant' D/C ratios of individual patients. 
A few days of supervised intake of dapsone at home combined with health-education could be a simple and productive 
alternative. 

I would certainly not envisage the isoniazid-marked formulation in conj unction with the determination of D/C ratios as a 
'much improved standard approach to monitoring the dapsone compliance of out-patients', as is suggested by the authors. A 
standard approach should be simple and cheap, but none the less valid. In my current experience, the urine spot test employing 
filterpaper impre�nated with a modified Ehrlich's reagent, which was recommended by the WHO Expert Committee on Leprosy 
as early as 1 966, fully qualifies for this purpose. A slightly revised account of this test is  published in the April 1 984 issue of 
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REPLY TO 'DAPSONE COMPLIANCE USING ISONIAZID-MARKED 

FORMULATION' 
Sir, 

In his analysis of the data set out in our paper I Dr Huikeshoven should have compared the dapsone/creatinine (D/C) ratios 
of individual urine samples giving positive isonicotinic acid tests with the means of such 'compliant' ratios-and not with the 
highest individual values. This would have revealed that in only one instance (patient 1 2) did the lowest value fall below 73% of 
the mean value-and in this case it  was actually 72% of the mean! If  these lowest compliant D/C ratios had been due to 
isoniazid-marked capsules having been ingested on the previous day, they might have been expected to have been only about half 
of the mean compliant values . We therefore believe that the mean compliant D/C ratios were probably not unreasonable 
estimates of the true values that ideally should be determined after giving courses of daily supervized doses. 

Dr H uikeshoven suggests that a simpler approach would be to give daily supervised dapsone doses to the patients in their 
homes. However, in the city of Hyderabad where our study was conducted (and probably most cities in developing countries) 
home visits are far from simple . At least half our patients refuse permission for their homes to be visited for fear that it might 
reveal to their neighbours that they had leprosy. When patients are willing, their homes are often very hard to find, even when 
addresses have been taken carefully by staff who know the area well . During working hours patients are often working far from 
home. Furthermore, daily home visits, in OUf experience, can embarrass even patients who agree to once a month visits. We 
consider Dr H uikeshoven's  suggestion impracticable except for small numbers of carefully selected patients. 

We do nevertheless accept Dr H uikeshoven's  criticism that our method for monitoring dapsone compliance, though more 
precise than simply measuring D/C ratios, is still limited by variability in the rates at which dapsone is eliminated from the body 
by different individuals. The same limitations would apply to interpreting the results obtained by any procedure for monitoring 
dapsone compliance whether it  be quantitative or qualitative . 

The great attraction of using qualitative urine tests for monitoring dapsone compliance, including the spot-test procedure 
advocated by Dr Huikeshoven, is  their �otential simplicity. Their major disadvantage is  that the positivity of urine samples is 
inevitably markedlj affected by diuresis. The problems posed by the effects of diuresis are virtually overcome in the quantitative 
D/C ratio method, but it  is inevitably a more complicated procedure. In  the end the choice concerning which type of method to 
use is clear, precision or simplicity. It  is impossible to have both. 
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THE USE OF COLCHICINE IN THE MANAGEMENT OF TYPE 2 LEPRA 

REACTION (ERYTHEMA NODOSUM LEPROSUM) 
Sir, 

Patients with mild or intermittent Type 2 lepra reaction can be adequately and safely managed using analgesics, 
chloroquine, antimonials, and short courses of steroids.  But of the drugs available to manage severe reaction, clofazimine causes 
disfiguring discolouration, thalidomide is  teratogenic, and long-term continuous corticosteroid treatment causes multiple toxic 
side-effects. There is clearly need for an acceptable and safe drug to !reat severe Type 2 lepra reactions. Sarojini & Mshana I have 
described the rationale for the use of colchicine for this purpose, and report its use in a trial which included 10 patients; their 
study, however, was uncontrolled . 




