
A PILOT STUDY OF TAPAZOLg 
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W estf ort I nstitlttion 

Pretoria, South Africa 

Tapazole (methimazole, Lilly) is indicated in the therapy of hyper­
thyroidism. Arturo O'Byrne (2) has r eported on its use in leprosy, 
in patients not suffering from hyperthyroidism. A pilot study with this 
drug, carried out in the Westfort Institution between October 3, 1960, 
and December 4, 1961, is reported here. 

PROCEDURE 

Sixty lepromatous cases were selected and divided into three groups of 20 each. 
In the allocation to the groups, they were made practically identieal. The following 
factors were considered: sex and age, weight, extent of lesions, bacterial index, and 
previous treatment. 

Group A w.as the control group and r eceived diaminodiphenyl sulfone (DDS) 
alone. The dosage was 100 mgm. dai ly. Seventeen cases completed the eourse. 

Group B received DDS (100 mgm. daily) and Tapazole. Seventeen cases completed 
the course. 

Grollp C received Tapazole alone. All 20 eases completed the course. 
The dosage of Tapazole was 10 mgm. twice daily for the first three weeks, then 

20 mgm. twice daily thereafter. No treatments were given on Sundays. During the months 
of July and August 1961, the treatment was interrupted because the available stock 
of the drug was exhausted. The actual time the patients were under treatment was 
therefore approximately one year. The male patients received the drug on 296 days, 
receiving a total of 11,480 mgm.; the females received the drug on 311 da ys, with 
a total of 12,080 mgm. 

The patients were inspected clinica lly once each month, when skin 'smears from 
4 sites were taken. White-cell counts and hemoglobin estimations were also done monthly. 
A close watch was kept for signs of myxedema, but this was detected (or suspected) 
in only one ease. 

Protein"bound iodine (PBI) and cholesterol estimations were done on 21 occasions 
on 15 patients. The PBI determination was done twice on each specimen submitted, 
and the examination was made on more than one oceasion for several of the cases. 

RESULTS 

Protein-bound iodine and cholesterol.-The results of the e deter­
minations are shown in Table 1. It will be noted that the cases of the 
DDS group showed normal readings, but some extremely low readings 
were found in cases of the two Tapazole groups. The patients selected 
for the PBI examinations were random selections except for one patient 
whose speech was slow and another in whom myxedema was suspected. 
The patient with slow speech '(No. 13990) gave a PBI reading of 4.5 
mcg %, and cholesterol 185 mg%. The myxedema patient (No. 14033) 
at first gave a very low PBI reading, but 15 days later the figure was 
normal. The patient with low r eadings appeared to be doing as well 
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'fABLE ;t .-Estimates of pj'otein-bowlu;l iodine and of cholestej'ol 
in 1.5 selected cases. 

Case Sex Date PBl Cholesterol 

Gj'oup .A: 

14014 M 10/ 18/ 61 3.9 IIlcg% 235 mg% 
14052 M 11/ 11/ 61 5.4 IIlcg% 130 lllg% 
14053 M 11/ 27/ 61 5.1 mcg% 220 IIIg% 

G!'OlIP B: 

14033 M 3/ 9/ 61 0.4 IIIcg% 220 IIlg% 
14033 M 3/ 24/ 61 5.7 mcg% 295 mg % 
14033 M 9/ 7/ 61 3.7 IIIcg% 235 mg% 
14029 M 11/27 / 61 0.7 mcg% 265 mg% 
13990 M 4/ 22/ 61 4.5 IIlcg% 185 mg% 
13927 M 6/ 19/ 61 0.2 llIcg% 160 mg % 
13927 M 9/ 7/ 61 3.4 mcg% 212 mg% 
13958 M 4/ 22/ 61 2.7 Il1cg% 380 IIlg% 
13958 M 6/ 14/ 61 0.8 mcg% 260 1I1g% 

Group C: 

14251 M 7/ 22/ 61 3.4 IIIcg% 305 llIg% 
14159 M 5/17/ 61 1.6 mcg% 170 mg% 
14159 M 6/ 14/ 61 1.3 mcg% 155 mg% 
14067 M 6/ 19/ 61 0.5 IlIcg% 245 mg% 
13943 M 6/ 24/ 61 1.8 mcg% 285 mg% 
13923 M 4/ 17/ 61 0.6 mcg% 345 mg% 
13923 111: 6/ 14/ 61 1.7 mcg% 180 mg% 
14150 M 10/ 13/ 61 4.3 lIIcg% 185 IIlg% 
14172 M 7/ 14/ 61 1.2 mcg% 225 mg% 
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clinically as those with normal readings, so the result of the treatment 
was not affected. The low readings were not reflected in the final 
analysis. 

L esion inclex.- The lesion index is obtained by grading the extent 
of the infiltrations, the nodules and the plaques as 1+, 2+, or 3+. The 
sum of the lesions is the "lesion index." This index was calculated 
at the beginning and the end of the project. 

Bacterial inclex.-Bacterial index is obtained by grading the degree 
of positivity of four skin smears from 0 to 4+ e) and adding the 
totals. 

l1nprovement.-The combined findings at the end of the period 
of experimental treatment were recorded as marked improvement, 
slight improvement, stationary (no change), or worse. 

Table 2 shows the clinical and bacterial indices before and after 
treatment, in relation to the degrees of improvement, if any. It will be 
noted that the changes in bacteriology were slight, so that, in practice, 
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the final assessment depends la rgely upon the external appearances. 
Thc degrees of improvement were practically identical in all groups. 

T ABI,E 2.- T otallesion a1!d bactel"ial indices, be/ol'e and a/tel' the ex p el'im ental t l'eatment 
pC1'iods, in relation to the degree of clinical improvem ent. 

Improve lli ent Tota l les ion index T ota l bacillu,; index 

Deg ree Cases Before Af ter Before Afte t· 

G1"O tljl A ( 17 cases ) 

Markee! 5 34 14 71 50 
Slight 8 54 39 119 119 
None 4 12 11 53 39 

GI'OUP B (17) cases 

~1.arkee! 6 52 28 85 75 
S light 8 50 30 114 94 
None 3 20 21 46 40 

GI"O t/.p C (20) cases 

Marked 6 53 24 93 92 
S light 10 59 40 146 140 
None 3 18 18 42 38 
Worse 1 6 7 14 13 

DISCUSSION OF THE GROUP S 

Gr'oup A.- R eactional episodes of the erythema nodosum leprosum 
(ENL) type were marked in this group. Eleven patients developed 
it. The total degree of severity was rated at 19. Painful acute edema 
of the hands and feet developed in 6 cases. 

Group B.-ENL was slightly less severe in this group. Ten patients 
developed it, and the severity rate was 13. Dermatitis developed in 
2 cases. Slow speech developed in another case, and myxedema was 
suspected in still another. 

Group C.- The experience of ENL in this group was similar to 
that in Group B. Nine patients developed it, and the severity rate was 
12. Four patients developed transien t dermatitis. One developed acute 
edcma of the hand. One patient suffering from diabetes had inadvert­
ently been included in this group, without detriment to him. One patient 
developed a leucopenia of 3,300 and was off treatment for a month. 
She ended up, how ever, among the "markedly improved" patients. 

The white cell counts, the hemoglobin estimation s, and the weights 
showed no abnormalities, so they are not discussed. 

Bacter-iology.- In the treatment of leprosy, the bacteriologic r e­
sponse is considered to be the only true yard-stick of the efficacy of 
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FIG. I.- Bacillus indices of th e three trea tment g roups on monthly exn minntion s during 
t11 0 experi mental treatment period, and (added ) in April 1962. 'l' he b lack bar indicates the 
p eriod (June 26 to August 28, 1961) when the administration of Tnpazole wn s (] ,isconti nll od 
fo r lack of supply. 

the medicam ent employed. ~l'o observe change'S, smear !) wer e examined 
twice a month for the fir st three months, after that only once a month. 

The som ewhat extraordinary fluctuations in the monthly r esults, 
d espite the fact that the same doctor made all of the examinations, 
are shown in Fig. 1. That graph shows that all the groups entered 
the project with a high degree of positivity, i.e., 14.8. The Tapazole 
group emerged at the end of the experimental period with a bacterial 
index of 13.0. ~rhe DDS group and the DDS-plus-Tapazole group 
€merged with indices of 10.1 and 10.4, r espectively. From this it 
appears that, while rrapazole may not be in ert in leprosy, it is not as 
effi cacious as DDS. 

SUMMARY 

1. Three groups of 20 lepromatous patients each were tL'eated by 
DDS, by DDS plus Tapazole, and by Tapazole alon e. 

2. Each group showed some clinical improvement. 
3. The effect of Tapazole on the bacilli was not as marked as that 

of DDS. Adding' Tapazole to DDS did not improve the effi cacy of either 
drug. 

It is concluded that DDS is superior to ~rapazole for the treatment 
of lepromatous leprosy. 

RESUMEN 

1. T1'es g1'upos, compuesto cada uno de 20 enfel'mos lepromatosos, f ueron tratados 
con DDS, con' DDS mas Tapazol y con Tapazol solo. 
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2. Cada grupo revel6 alguna mejorfa clinica . 
3. EI efecto de Tapazol sobre los bacilos no fue tl1n destacado como el de DDS. 

La adi ci6n de Tapazol a DDS no realz6 la eficaeia de un l1 u otra droga. 
Se ded uce que 111. DOC es superior al Tl1pazol para el tratamiento de la lepra 

leproma tosa . 

RESUME 

1. Trois g roupes, comprenl1 nt Chl1CUIl 20 mflltlfles lcp rolllHteux, ont ete trflites 
pa r III DDS, par la DDS avec Tapazole, et par Ie Tapazole seul. 

2. Dans chacun de ces groupes, une amelioration clinique a ete notee. 
3. L'eff'et du Tapflzole sur Ie bacilles n'a pas etc aussi marque qu'avec Ia DDS. 

L'addition flu Ta pazole a Ill. DDS n'll Pfl S 8C'Cl"U l'effi C~l cite dc l'un au I'autre de ces 
l1leflicaments. 

On en conclu t que III DDS est superi eure flU Tapflzole pour Ie trfl itement de I.a 
lep romfl teuse. 

A clmo1cledgments.- Thank s are extended to Dr. P. L. Kurtz, of the Lily Research 
Laboratories, for the suppli es of Tapazole used, and to the Depar tment of Pathology, 
Univers ity of Pretoria. for making the determinations of protein -bound iodine. The 
Secreta ry for Health , Republic of South Africa, i .. thanked fo r p ermission to publish 
this r eport. 
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Addend'l.l?11.·-After the project period ended and th e administration 
of rrapazole was discontinued, all of the groups were continued on the 
r egula r DDS therapy. Smears examined in April 1962 showed consid­
erabl e r eduction of the bacillus indices of all groups. These were-as 
is indicated in Fig. I-Group A, 7.8; Group B, 9.0; and Group C, lOA. 
The level of the Tapazole group at that time was still som ewhat higher 
than that of the DDS group in November 1961. 


