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Phase 1 Volunteers:
Toxicity In man
Human pharmacology

Phase 2 Patients:
OflotubPh2 Proof of principle
Sterilising activities of Increase rate of sterilisation?

ofloxacin, gatifloxacin & What drug combinations

moxifloxacin
Phase 3 Patients:
Oflotub Ph 3 Licensing study

6 mth control: 2ZEHRZ/4AHR
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Comparative bactericidal assessments

14 hour sputum collection

Sputum colony counts on selective 7H11 medium without
decontamination at 10 time points during initial 8-week phase
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Analytical approaches to Phase Il
surrogate endpoint studies
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Adjusted for covariates

Limit of detection

p=0.002
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Hazard ratios

P v. control

Gati 0.054
Moxi 0.017
Oflo 0.4
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Percent patients

Negative sputum cultures at 8 weeks
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MGIT yp32 = 1.7, p= 0.6



Conclusions

When substituted for Ethambutol, both Moxifloxacin and
Gatifloxacin cause killing in the late phase significantly
faster than in the controls

Ofloxacin substitution had no effect

Of the various analytic methods, SSCC was the best
with speed of sputum conversion and then proportion of
patients with negative cultures at 8 weeks.

SSCC methods should be used in future studies.
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