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To evaluate the efficacy of antibiotic therapy with rifampicin
(10 mg/kg) and streptomycin (15 mg/kg) given for 8 weeks
(SR8wk)pr with rifampicin and streptomycin given for 4
weeks followed by anral combination of clarithromycin

(7,5 mg/kg) and rifampicin for 4 weekSR4wk/CR4wk)n
confirmed, earl stageM. ulceran: infection in patients ove
five years of age.

to search for an effective alternative
treatment to radical debridement surgery
to explore possibilities to minimize the
use of injectable antimicrobial therapy



Inclusion criteria
new patients 5 yrs
early, limited BU disease (onset < 6 months, diameter
<10 cm)

Exclusion criteria
(past) tuberculosis
pregnancy
hearing impairment
renal failure
abnormal liver function
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Primary clinical end point
cure (no need for debridement surgery and no
recurrence) at 12 months after starting SR treatment

Secondary clinical endpoit
reduction in surface area
time to healing

Failure
Increase in size of lesion (> 150% of initial surface
area)

UMCG




UMCG

Confirmation
3 punch biopsies for
1) PCR
2) culture and ZN staining
3) histopathology

In ulcerative lesions, also 2 swabs
1) PCR and
2) culture and ZN staining

Randomisation takes place after confirmation

Stratification for
hospital site
stage of lesion (ulcerative or pre-ulcerative)
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Sample size calculation

80% power to detect > 20% differen@e< 0.05) In

cure / failure rate between SR8wk and SR4wk/CR
after follow up = 12 months

74 patients in both treatment arms
148 confirmed patients to be randomised
200 patients to be included



Recruitment started at

Nkawie Governmental hospital
(Atwima District, Ashante Region, Ghana), in April
200¢

Agogo Presbyterian Hospital (Ashante Akyem North,
Ashante Region, Ghana), in June 2006
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active case-finding and health

education

iIncentives for community health workers for every
Includable cas

directly observed treatment
reimbursement of travel costs plus incentives for
hospital visits

saline dressings
removal of necrotic tissue if necessary
skin grafting allowed



Weekly (for 8 weeks)
clinical assessment by BU team in hospital withtdlgphotography

Fortnightly (for 8 weeks)
assessment of lesion diameter (by means of antacttaet)
blood count, liver and renal function tests
pregnancy te
hearing test

Follow up (in total 12 months from start of treatment)
first fortnightly, later every month

photography, assessment of lesion diameter, clogck f
relapse/recurrences
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April 06 - March 07

Not includedN=7
N=1 pregnant
N=6 low suspicion and PCR/ZN -

Excluded before randomisatidir2
N=1died
N=1 accidentally sent for operation

w Standard treatmeit=10

_ (no confirmation but
PendingN=6 clinically suspicious)
(awaiting PCR/ZN)

Past 8 weeks treatment peri N1
failed follow-up visits




Age (N=74)

mean 14.1

range 5-63
Sex(N=74)

male 25 (34%)

female 49 (66%)

Type of lesion N=74 perc. of total
pre-ulcerative 44 59%
nodule 18 22%
plaque 21 22%
oedema 5 6%

ulcerative 30 41%
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Site of lesion

Upper limb right
Upper limb lef
Lower limb right
Lower limb left
Trunk

Head

N=74

23
12
18
14

%

(31)
(16)
(24)
(19)
(8)
(1)



UMCG

Compliance

Streptomycin /
clarithromycin
Rifampicir

Overall

%

97%

9%

98%

(range)

(80 — 100%)

(84— 100%



Total number of completely healed lesions:

Completely healed No. of pat. that reached this stage

After:

8 weeks 7 53 ( 13%)
12 weeks 13 49 ( 27 %)
16 weeks 12 42 ( 29%)
20 week 9 32 ( 28 %)

24 weeks 8 24 ( 33%)
28 weeks 12 23 ( 52%)
32 weeks 10 16 ( 63%)
36 weeks 7 11 ( 64 %)
44 weeks 2 2 (100% )
52 weeks - - ( - )

1 patient was skin grafted, 2 failed and had debridement
surgery
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Total number of healed lesions including closed wounds
(e.g. only a crust):

Compl. healed + closed wound No. of pat. that reached this stage
After:

8 weeks 7+6 53 (25%)
12 weeks 13+ 2 49 ( 31%)
16 week: 12 + € 42 ( 43 %)

20 weeks 9+5 32 ( 44 %)
24 weeks 8+5 24 ( 54 %)
28 weeks 12+5 23 ( 74 %)
32 weeks 10+ 1 16 ( 69%)
36 weeks 7 11 ( 64 %)
44 weeks 2 2 (100% )
52 weeks - - ( - )

1 patient was skin grafted, 2 failed and had debridement
surgery
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No. of patients failed on treatment: 2

1( ,12): lesion progressed
>150% of initial lesion size during and after 8 keef
SR4wk/CR4wk treatment (not confirmed by culture)

1( ,6): overruled by attending clinicie
clinician decided to operate after 6 weeks SR bezafifear for

contraction and disability without surgical intemé@n (not
confirmed by culture)
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1 patient ( , 59) died (sub-)acutely, 2 days after start of
treatment. He had a history of asthma

Case was immediately reported to National BU
Manager, members of DSMB, BURULICO
coordinator and WH(- GBUI (Dr Asiedu

Cause of death appeared unrelated to study
medication
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1 patient ( , 49) had complaints of dizziness after the
Injections. Hearing was unchanged.

Streptomycin dose given at the health post was hifihstead
of 750 mg
After lowering the dose to 500 mg the complainsagpeared

No aminoglycoside — associated hearing damage has
been observed

No other adverse effects have been observed (liver, renal
damage, blood count abnormalities)
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#

Failure rate low

No difference between the two treatment arms observed
as yet

Loss to follow up low
Time to complete healing longer than anticipated

Pre-ulcerative lesions tend to ulcerate during or after
treatment. Then ulcer closes spontaneously

Paradoxical reaction?
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