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Analysis of a Trial of Dapsone v s Placebo in Lepromatous Lep rosy t
To THE E OlTO I1 :
This letter is sent in order to present data
gleaned retrospectively from a controlled
trial of dapsone vs placebo in lepromatous
leprosy. Alth ough a comparison of dapsone
and a placeb o b ased on an experimental
design in corporatin g th e recentl y acquired
und erstanding of the morph ology of lYlljcobacterillm leprae mi ght yield more informati ve results, such a comparison is not
likely to be carried out now, b ecause current stand ards of medi cal practice and investigation do not permit the use of a
placeb o in a controlled trial of antibacterial
chemoth erapy in lepromatous leprosy.
Although a fall of the morph ologic index
( MI, th e per cent of M. leprae in a b acillary preparation that are uniformly and
bri ghtly stained ) has been demonstrated
( 5) to be an accompaniment of effective
chemotherapy in leoromatous leprosy, a
compari son of th e MJ during trea tm ent
with an effective th eral)eutic agent with
that during treatment with a placebo had
not been made. Th e opportunitv to make
such a comnarison presented itself recentlv
when Dr. Chapman H . Binford , Medical
Director of the Leonard Wood Memorial
r ermitted us to review biopsy mat; riai
from the Memorial's cooperati ve chemoth erapy trials in leoromatous leprosy.
This review was limited to th ose pati ents
treated at the Eversley Childs Sanitarium
near Cebu , the Philinnines. in the first
Leonard W ood Memorial trial ( 2) . Uns tained paraffin sections of the skin biopsy specimens of th e 20 per cent of th e oatients who
had received th e least prior sulfone th erapy
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were ob tained from th e Leprosy Hegistry
of th e Armed Forces Institute of Pathology,
stained at the same time by a modification
of the F ite-Faraco procedure (:l), coded
with a series of random numbers, and examined. The MI was measured b y the
meth od previously d e ~cribed ( ~ ), in preand posttreatment sections from 12 of the
47 patients assigned to the dapsone group
and 13 of the 52 assigned to the placebo
group . Because prior sulfone therapy was
denied fo r onl y two pati ents in the dapsone
group an d four in th e placebo group it was
not possible to limit the review to previously untreated patients.
Th e Mr s measured in the 50 sections
listed in the accompanyin g table, were sub~
jected to an analysis of variance (1 ), which
indica ted no significant difference between
the pretreatment Mr s of the two groups of
pati ents, whereas th e difference between
the post-trea tment Mrs of the two groups
was statisticall y signifi cant. Analysis of
these data b y the chi square technic (I )
indicated th at th e number of posttrea tm ent Mrs less than 1 is significantly
greater in the dapsone group th an in the
placebo group, whereas the number of pretrea tm ent Mrs less th an 1 is not significantly different for th e two groups.
. This study yields the expected results,
VI Z. , that the MI falls with effective treatment, and th at a decrease of the MI is not
a feature of ineffective therapy. Th at the
data are not more convincing req uires
comment. A hi gh MI was not, of course a
c~ndition for admission to the thera~y
~nal s , nor was prior sulfone therapy ground
for excl usion from th e tri al. Thus the num h er of pa tients most suitable for analysis of
ch anges in the MI is reduced b y 40 per
cent. Because more sulfone pretreatment
and a shorter period of dapsone th erapy
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TA BLE 1. JI{ orpholo(Jic incle.x.
P lacebo

Dapsone
Pretreatment
2 .0
0
1.0
[3 .0J"
Mean 1.5
(0)"
2 .0
3.3
0.3
0
2.7
1.0
[0.8)
Mean 1 .3

Posttreatment

Pretreatment

Female patients
0
0
4 .0
0
0.3
3.3
2.7
0
7 .0

Posttreatment
0
1.7
0 .7
[OJ
0 .7

3.4

0 .6

Male patients
0
2.7
0 .3
2.0
0
3.0
0 .3
0
0.7
0 .7
0
0.7
[0]
0.3
2 .3
0

0 .3
0.7
0
1.7
2.3
3.3
4.3
2.7

0 .2

1. 9

0 .1

1.5

-

"MI 's enclosed In brackets a re based on t he
examination of 100 bacilli; those enclosed in parent heses a re based on t he examination of 200 bacilli ;
all other MI 's are based on the examination of
300 bacilli.

characterized the trial in the two remainin g
institutions in which a placebo was employed, there seems little likelihood of obtaining more revealing data b y the examination of additional sections.
Finally, it is apparent that seven of the
placebo group experienced a decrease of
the MI during treatment similar to that of
the dapsone group. It may b e argued th at
decrease of the MI is not restricted to
effective therapy, or th at it is entirely a
random phenomenon. The report already
cited (5) and unpublished data from this
laboratory and that of Dr. Charles C. Shepard of the Communicable Disease Center
suggest, on the other hand, that the decrease of the MI is a useful criterion of
effective therapy, and th e method of measuring the MI employed in this study has
b een validated (4) . It is apparent, furth ermore, th at the MI increased in only one of
th e fi ve dapsone patients beginning therapy with an MI less th an I , whereas it
increased, and to a greater degree, in four

of the five placebo patients b eginning
therapy with an MI less than 1. One wonders if th e patients may h ave had access to
an illicit supply of sulfone. Doull's report
(2) states th at blood dapsone levels were
measured in a portion of the patients, but
no results of these measurements are
presented.
In summary, retrospective analysis of a
eii1y trial of dapsone vs placebo in lepromatous leprosy by th e measurement of the
MI on th e sections of biopsy specimens
obtained b efore and after 48 weeks of
treatment, confirms the grea ter effectiveness of dapsone. It is regretted that the
results are not more striking, because it is
no longer possible to carry out a prospective comparison of dapsone vs placebo.
LOUIS LEVY
L YDIA

P.

MURRAY

Leprosy and Research Services
Public Health Service Hospital
15th Avenue and Lake Street
San Francisco, California 94118
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