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not need to be used, a lthough very frequently one has to do a certain amount
of circumlocution.

The matter is commented on editor-iall.I' on another page. The
article on the abortive case referred to by Dr. Cochrane will, it is
hoped, be available for the next issue number of the JOURNAL.

STAINING BY IODIZBD DRUGS
To the

EDITOR:

I have recently been visited by a representative of one of our
leading drug firms who have been requested by their home office to
find out about the staining of the skin by iodized ethyl esters in
intradermal use. I noticed that that effect was very marked when we
visited Culion. It is still more marl\ed in the rather lighter Chinese,
and I should imagine it is very bad in white-skinned races. I recall
being told that eventually the stain disappeared completely, but can
you add to the information by telling me how long it takes in doing
so? These people are really rather worried about it.

11 enry Lester Institute
Shanghai, China
To the

JAM ES

Ij.

l\1..\.XWELL,

M.D.

EDITOR:

I would like to inquire about experience with trouble from pig-

mentation of the skin following intradermal use of iodized esters
with benzocain. "Ve usc 0.5 PCI' cent iodine and 2 per cent benzocaine,
as stated in my paper.
of)

Administration If eadqum·ters
Nau1'u
Centml Pacific

M. B. GRANT, M.B.,B.S.,(SYD.)
(Acting Administmtor)
Government Medical Officer

ALAN

Reply fro1n D7". Jose Rodriguez, Chief, Eversley Chi.lris Treatment Station,
Cebu, P. 1.:
The staining produced by the intradermal injection of the iodized et.hyl
esters is proving to be a handicap to this otherwise very useful treatment in the
circumstances under which we work. When the intradermal methocl was first
started at Culion there was of course no way of knowing how long the !ltains
would remain. " Te noted in a number of instances that in sites which had been

* '1'he paper referred to will appear in an early issue.-EDIToR.
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injected only once or twice the staining faded in from four to s1.-.:: months.
This lea us to hope at that time that the stains would not remain long. We
have since learned, however, that in many of the cases repeatedly injected at
the same site the stain remains for many years, perhaps permanently. We have
Been cases in which the staining was still quite bad after eight years. On the
other hand, we have also observed injected sites on which the staining had
hecome markedly diminished after three years in spite of numerous repeated
injections. There seems to be considerable individual variation in the duration
of the staining, although as a general rule the greater the number of repetitions
of the injections in one site the more long·standing will be the staining at that
site.
At the present time we seldom use the undiluted preparation on the face
or other exposed portions of the body for the intracutaneous treatment. 'When
there is very marked erythema of the face we sometimes inject the drug un·
diluted, but this is not done more than once or twice. Such injections often
improve the appearance of the patient by masking the flushing. When there
is marked dilatation of the cutaneous blood vessels, such as is the case when there
is much redness, the resultant staining usually does not remain long.
Our routine procedure at present is to mix the iodized ethyl esters and
whole oil in varying dilutions, or else to employ the plain whole oil undiluted.
The objection to the latter is that although the thickness of the oil itself can be
overcome by warming it before injecting, it seems to be much more slowly
absorbed than the iodized esters, so that after repeated intracutaneous injections
the parts remain raised, boggy, and doughy in consistency, producing a deformity
almost as bad as the original lesions. In our experience the addition of even
small amounts of the iodized esters seems to favor absorption of the oil.
For the unexposed portions of the body we employ a half-and-half mixture
of the oil and the iodized esters. For the face we combine the twa drugs in
varying proportions, depending on the degree of redness or flushing present,
ranging from 1 part of the esters added to !l of oil to 1 part of the former
and 4 parts of the latter. Some of our attendants have become so skillful in
determining the proportion to use that after a few treatments the res 11lting
staining closely approaches the shade of the brown skin of our patients. At
any rate, when these mixtures are used the absorption is fairly rapid and the
staining is minimized and does not last very long.
""Ve have not yet found any remedy for the staining once it has been produced. The condition may be improved, however, by repeated intradermal injections with purified oil to the stained area. Some of our paroled patip.nts
claim to have derived considerable benefit from local injections of milk at the
siies, but we have not had the opportunity of checking up these r esults_

Reply from Dr. C_ B. Lara, Chief Physician, Culion L eper Colony:
Referring to the question about the persistence of the dark stain f ollowing
intradermal use of the iodized ethyl esters, I furnish herewith some recent observations which are to the point. They have to do with a group of 92 cases
that were observed for periods up to practically three years between the date
of the last intradermal injection given in the face and the time the patients
were parolled. The data a re given in the accompanying table.

APR.-JULY,

TABLE

1.-Persistence of staining from iodized ethyl esters of Hydnocarpus
wightiana oil in 9fe cases observed for var·ious periods before parole
after the last intmdermal injection.

Period after last
injection before
parole

Deiree of .tain
Cales
in
group

4 months

8 m onths
12 month.
16 months
20 month.
80 months
80 months

Slig ht

Definite
No.

0 to
5 to
9 to
13 to
17 to
21 to
Over
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1934

Very ~light

~/o

N o.

0/0

No.

20 . 0
12 .5
0.0
0 .0
0.0
0.0

5
4
1
1
0
0

33.8
25 . 0
9.1
9 .1
0.0
0 .0

5
2
6
2
4
0

None

Total
Stained

No.

%

Nn.

2
8
6
8
12
6

13.8
50.0
46 .4
72 . 7
75 . 0
100.0

13
8

- - - - - - - -%- - - - - - - -%.. -17- - - 6
7
28 .5
35 . 3
41.2
0
0.0
17 100 . 0

..

..
..
..

..
..

15
16
11
11
16
6

"

3
2
0
0
0
0

88 . 8
12 . 5
46.4
18 .2
26.0
0 .0

6
3
4
0

86. 6
50 . 0
54 .5
27.2
26 . 0
0.0

It is seen that, though the stain may in some cases persist for nearly three
years after injection, it disappeared within one year in over half of this group,
and in the cases where it was still visible beyond that time it was only slight
or very slight. Our cases are now bei ng paroled after an average pre-parole
negative period of from at least 12 months to nearly 2 years, and the question
of stain is no longer important as the intradermal injections in the face are
usually discontinued several months after the cases have been declared negativo.
If it becomes necessary to resort again to intradermal injections, uniodized
preparations are usually employed.

As for the factors responsible for the persistence of the stain, it would
seem that that of absorption of the drug is important. For this reason patients showing marked persistence of the stain are advised to stimulate circulation in the stained parts, especially by means of measures such as friction,
massage, etc. The writer doubts whether the complexion has anything to do with
t.he matter. Naturally, the stain will be more noticeable in light-skinned individuals and will be more apparent as long as it persists. A f ew very lightskinned individuals, like some of the mestizos we have in the Colony, have
shown rather rapid disappear ance of the stain. N evertheless, persons of approximately the same complexion show very marked variation in the persistence
of the stain.
Iodine staining by the injected drug may more or less limit the application
of the intradermal method of treatment, especially among out-patients, a factor
which should be given due consideration. However, the writer still prefers to
continue the iodized ethyl esters as the standal'd anti-leprotic drug in Culion
because the added iodine seems to be beneficial therapeutically. Observations
during the last three years have tended to confirm the writer in this opinion. A
great majority of our patients do not seem to object to the stain; most of
them expect to stay here for some years, and they have ample time for it to
disappear before they are paroled. The possibility of obtaining a non-irritating
iodized preparation that does not stf),in has been considered by the writer for
some time, but unfortunately without success so far.
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Reply from Dr. Robert G. Cochrane, Medical Seoretary, Br·itish Empire LeprolfY
Relief Association:
The question of the staining property of iodized esters and the length of
time the stain remains in the tissues is an important one, especially in the light
colored races. I have been using iodized esters in European patient!! over
the past eighteen months, and in one patient in particular tho stain is still well
marked, although some of th e pl1.tches were inj ec ted as long as eighteen months
ago. It is very difficult t o say how long this stain lasts, but apparently it
wHl last for at least a period of two years.
It is f or this r eason that I have largely ceased using iodized esters for
European pati ents and am now using hydnocarpus oil and creosote. The drawback to this preparati on is its viscosity, but if it is heated to about 50 ° to 55°F.
it can be injected fairly easily. It is t oo early to make any comment with
regard to the r elati ve efficacy, but the irritation is no more than that produced by iodized esters although th e initial inj ection is somewha t more painful
owing, I presume, to the presence of creosote.
These remarks apply also to the creosoted esters. A firm in England made
for me f or a short time a preparati on which was called Special Esters which
did not produce any staining in the skin, but I had to cease using it because it
was too irritating. A report on the relative efficacy of this preparation and the
iodized esters is published in the April number of Lepl'Osy Review.

HYPERESTHESIA
'I'o the

EDITOR:

In reply to the inquiry by M. D. I wish to state that during
some years of experience I have never noticcd the occurrence of
hyperesthesia in previously anesthetic spots. To make sure that I
have not missed the occurrence I have recently examincd and made
enquiries from some 300 patients under active treatment, with consistently negative results.
Of course, the foregoing remarks only refer to those cases where
we deal with longstanding anesthesia, as it is well known that in
cases of early involvement, i.e., in the stage of acut.e swelling of
nerves, hyperesthesia may alternate with anesthesia and vice versa.

Pretoria L eper Institution
Pretoria, South Africa

J . C. COETZEE
Assistant Medical Officer

[The inquiry previously published in this department of the JOURNAL (1
(1933) 495) was referred to the Pretoria Leper IIlBtitution f or comment when
received. '1'he above reply was r eceived too late to appear in :m earlier issue.
-EDITOR.]

