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A NOTE ON YELLOW DISCOLORATION 
IN ATEBRIN THERAPY* 

By R. L. SONI, m.b., b.s. 

The Royal Medical Hall, Paungdc, Burma 

A small proportion of atebrin-treated malaria 
^ases develop yellowish discoloration of the 
?njunctiva, and in addition, in those persons 

Possessing fair skins, cutaneous pigmentation s quite marked though in dark skins it is not 
appreciable. This pigmentation is not due 

tn ^aui^lce nor is it supposed to be due to any xic effect of the drug, but is said to be caused 
y a yellow dye contained in the drug, or per- 
aps one should say atebrin itself acts as a dye and stains the tissues. 

? !.le pigmentation never occurs before the 

n 
!. "fy ?/ atebrin ingestion, but it is usually 
iceable in the conjunctiva, skin and urine 

within a week or ten days of beginning the 
treatment. This delayed manifestation may be 
the outcome of cumulation in the various tissues 
coating of the body and the efforts at excretion 
through the urine when the concentration has 
reached a certain point. Atebrin is a drug 
possessing cumulative action and a slow excre- 
tion rate, and these factors render a helping- 
hand in prolonging retention and the associated 
pigmentation. 
When the excretion commences the urine 

presents a santonin-like colour, which is how- 
ever less marked when the urine is less acid or 
when the patient is taking citrates or alkalies. 

Chemically its presence can be easily demon- 
strated by extracting it with ether from urine 
rendered alkaline and then dissolving it in 
concentrated sulphuric acid when ' 

a definite 
fluorescent yellow colour appears 
The pigmentation Of the skin has been seen 

to persist longer than the discoloration of the 

urine, for in the later stages, when the urine 
ceases to be positive to the eye or the chemical 
test, the skin keeps on the pigment though to 
a lesser extent. It is just possible that the dye 
is strongly fixed and only slowly escapes from 
the tissues, and that the excretion through 
urine is so slight though prolonged that it 
cannot be appreciated by the eye or the 
ordinary chemical test. 

Slow excretion and cumulation are important/ 
factors but certain other factors have, however/ 
been observed to modify the extent, intensity 
and duration of atebrin pigmentation. Thus 

constipation, anaemia and exhaustion associated' 
with intercurrent infections especially influenza 
and nasopharyngeal catarrh have been seen to 
augment the intensity and duration of this dis- 
coloration. 

The extent of pigmentation may also vary, 
but in my experience it is usually most marked 
on the exposed parts of the body, especially 
the conjunctiva, face, palms, and soles. This 

may be due to some affinity of the drug for the 
tissues in these parts or to some influence of 

the rays of the sun. The intensity of the 

colour also varies from a slight hardly appre- 
ciable lemon tint to the degree of a profound 
turmeric colour. 

Regarding the inconvenience to the patient, 
there is hardly any, apart from the worry 
associated with such a condition. Some patients 
begin to fret about their anaemia which presents 
a deceptive appearance of getting worse. 
Most of the writers on the subject agree 

that the discoloration is only temporary 
_ 

and 

disappears within a few days to a fortnight, 
and my experience is on the whole in accord 

with this. But in two cases the pigmentation 
persisted an unusually long time. 

(jase i.?K. R., a South Indian male aged 27, dark 
skinned, received a course of atebrin in the last week 
of December 1933. The drug was given in doses of 

0.1 gm. three times a day for five days and it effectively * Rearranged by Editor. 
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eradicated malaria, whereas quinine had failed even 

by injections. His skin showed slight pigmentation 
of the palms within four days and the urine was 
positive for atebrin. This continued for about a 

month. His bowels were very constipated. 
Case 2.?H. C., 7 years old, son of a doctor, was 

anaemic and exhausted by successive attacks of 

malaria, dengue, influenza and tonsillitis. Had still, 
despite quinine, benign tertian parasites in his blood 
in mid-December 1933, when he was given a course 

of atebrin consisting of 0.1 gm. twice a day for five 
days which cleared his blood of parasites. Within a 

week of beginning treatment there appeared yellow 
discoloration of the conjunctiva and strong yellow 
coloration of the skin, most marked on face, palms 
and soles. This increased until the boy looked as if 

powdered with turmeric. About the same time low 

pyrexia ranging to 99 or 100?F. began. Urine was 

yellow, atebrin-positive and continued^ discoloiired for 
about six weeks, but the cutaneous pigmentation and 
the low pyrexia persisted and the anaemia began to 

get worse. A thorough investigation revealed an 

active streptococcal infection in the throat. Intensive 
anti-anaemic treatment and a course of anti-strepto- 
coccal vaccine and local anti-virus applications im- 

proved the general and blood conditions and controlled 
the pyrexia by the middle of March 1934, but still 
there remained atebrin pigmentation, though in a less 
marked and patchy form, on the hardened skin of 

palms and soles and to a lesser extent on the face. 
After being apparently well for a fortnight, he 

suddenly on the 1st of April developed a very acute 

illness caused by streptococcal septicaemia localizing in 
a patchy lobar pneumonia. Anti-streptococcal serum 

was given with marked effect. At the end of this 
severe illness which lasted for a week and which 

naturally left the boy more anaemic, he was observed 
to have lost all residual traces of atebrin discolora- 
tion. He is now making a rapid recovery in general 
health and blood condition. 

This case suggests that the intercurrent 

streptococcal infection had something to do with 
the atebrin retention in the system. This 
retention was prolonged to the extent of over 
three months and only when the toxin was 
neutralized and its depots destroyed, did the 
tissues part with the last traces of the drug. 
The explanation of how this occurs is, however, 
not at present clear. 


