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(d) Further divid ing of �he dai ly dose does not resu l t  in  s ign i ­
ficant ly i ncreased absorption : 

(e) H ence i t  i s  recommended that the maxi mal dose of DPT 
given at any t ime should be l . 5 g . ,  that dosage should be dai ly at 
least, and i f  possible thrice daily. 

ft i s  hoped to publish these results  in deta i l  in the near future. 

THE EDITOR.  

G. A.  ELLA R D  

Biochemist 

LEPROSY SERVICE RESEARCH U N IT, 

U ZUAKOLl ,  EASTER N  REGION, 

N IGERI A  

HYPERPIG M ENTED M ACULES 
OCC U R RI NG D U R I NG S U LP H ON E T H E RA PY 

Dear S ir, 
May I crave the courtesy of your col u mns  i n  order to answer 

the letter from Dr. Bas i l  N icholson appearing i n  Leprosy Revie w 

( 1 959), 30, 254 ? 
Since I was well aware that certain  drugs ( including phenol­

phthalein )  commonly recognized to be concerned in prec ipi tating 
"fixed eruptions", m ight, i n  deeply pigmented sk ins, cause a hyper­
melanotic rash ,  I was naturally at especial pain s  to exclude such 
possibilities before concluding that the phenomena encountered 
were to be attributed to sulphones. 

Dr. Nicholson's' perfectly reasonable objection can be shortly 
answered : I n  the Yakusu medical area (Oriental Province, Belgian 
Congo), the macules appeared only in  patients undergoing su lphone 
therapy (except two who had received sulphaguanidine and sulpha­
thiazole respectively) (Browne, 1 959-2) ; the cond i t ion was not seen 
in any other person in  that d istrict. 

The population concerned (about 45,000 persons) was medically 
i nspected annually by me and teams of competent trained medical 
assistants (Infirmiers dip/ames) ; a highly organ ized and adequately 
controlled rural health service comprising 1 8  dispensaries and 35  
treatment centres, brought medical faci l i ties within the reach of all ; 
proprietary medicines were not on sale i n  the markets, openly or 
clandestinely, and self-medication was virtual ly non-existent ; any 
case of hypermelanosis occurring between the annual medical 
inspections was at once the subject of a detailed report to me by the 
Infirmier and subsequently examined by me ; some of the patients 
with hypermelanotic' macules had admittedly received other drugs 
than su lphones at the dispensaries, i n  known and recorded doses, 
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but  no prod uct could be  i ncri minated as a causative or potent iat ing 
factor in  the prod uct ion of the rash-i n  particu lar, no pheno l ­
phthalei n had been given i n  any  form to any  person at any d i spen sary 
or t reatment centre throughout  t he district. 

The cl in ical features of the condit ion (Browne, 1 959- 1 ), i ndicate 
that su lphones are respons ible ,  but t hat the mechanism may not be 
un iform : thus,  some cases conform to the wel l -known fixed drug 
erupt ion pattern,  wi th focal exacerbat ion on every admin i strat ion of 
the i ncriminated product, whi le  others do not .  

Work ing now i n  Nigeria, however, I am better able to appreciate 
Dr. N icholson's rel uctance to attribute to su lphones the cases of 
bl ue-black macules that he and Dr.  H ealy have studied.  In add i t ion 
to 3% of patients under contro l l ed inst i tut ional sui phone therapy at 
Uzuakol i  who deve lop e i ther d iscrete or d iffuse hypermelanosis ,  
preceded or  not by classical "sui phone dermati t is" local or general ,  
r am at present  invest igat ing essent ia l ly  s imi lar condit ions in  non­
sul phone cases, due to a variety of drugs, inc l ud ing phenol-phthale in ,  
mepacrine and acetyl-arsan ; to extracts of leaves and n uts grown 
hereabouts ; to local appl icat ions  of concentrated ant iseptics and of 
aqueous i nfusions of leaves ; to contact dermat it i s  and l ight sensit iza­
tion fol lowed by topical wheal i ng, vesiculat ion and hypermelanot ic 
macules. 

Th us, some of the Ossiomo cases of characterist ic appearance 
but  of non-specific aetiology, may wel l have been caused by factors 
other than sulphones-including preparat ions contain ing phenol­
phthale in  (purgatives, in test inal l u bricants, tooth pastes, mouth 
washes, ice cream, are  among the 1 04 products ment ioned by Belote 
and Whitney ( 1 937).) I should be most i ntereste� to investigate these 
cases at the earl iest opportun i ty, and to ascertai n the incidence in 
that series, of hypermelanotic macules attri butable to su lphones . 

S. G .  BROWNE, 
M . D . ,  F .R .C .S . ,  M .R .C . P . ,  D . T . M .  
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