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Two major breakthroughs in TB treatment

1. 1948: Streptomycin shown to be the first 
effective treatment for TB (MRC, 1948) 

Two major breakthroughs in TB treatment

2. 1972: The addition of rifampicin and 
pyrazinamide shortens treatment from 18 months 
to 6 months (MRC, 1972)
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Standard treatment for previously 
untreated drug-sensitive TB

• 6-month regimen consisting of:

• 2-month intensive phase of 4 drugs

• 4-month continuation phase of 2 drugs

• Usually given daily throughout

• Sometimes 2-weekly or 3-weekly in continuation phase.

• In trials, this 6-month regimen has cure rate of 95%.

2 4 6

Rifampicin

Isoniazid

Ethambutol

Pyrazinamide

Months

6-months combination regimens are 
highly effective, however…

• Even with Direct Observation of Treatment (DOTS):

• A recent report from South Africa shows a national 
cure rate of only 58% among nearly 120,000 cases 
of TB (Karim et al, 2009).

• Known and unknown contraindications with ART drugs

• Increasing levels of drug resistance

• Can we shorten and simplify treatment by adding a 
new drug without reducing efficacy?
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Pre-clinical mouse data: Moxifloxacin

Pre-clinical mouse data: High-dose 
rifapentine (P) with moxifloxacin (M)
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Phase III trials for new TB regimens

• Only 3 multi-centre randomised controlled trials 
currently ongoing

• OFLOTUB (Gatifloxacin)

• Results due late 2011

• REMoxTB (Moxifloxacin)

• Trial conducted by MRC CTU

• Results due mid 2013

• RIFAQUIN (Moxifloxacin and Rifapentine)

• Trial conducted by MRC CTU

• Results due early 2013

1. OLFOTUB: 
Gatifloxacin replacing ethambutol
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1. OLFOTUB: 
Gatifloxacin replacing ethambutol

Control 
Regimen 

Study 
Regimen

Can the replacement of ethambutol with

gatifloxacin shorten treatment to 4 months?

1. OLFOTUB: 
Gatifloxacin replacing ethambutol

• Sites: Sub-Saharan Africa

• Follow-up: 24 months

• Non-inferiority design

• Recruitment stopped October 2008

• Sample size: 1836

• Results due: Late 2011
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2. REMoxTB: Moxifloxacin either 
replacing isoniazid or ethambutol

Control 
Regimen 
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Rifampicin

Isoniazid
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Pyrazinamide
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Isoniazid
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Pyrazinamide

Months

2. REMoxTB: Moxifloxacin either 
replacing isoniazid or ethambutol

Control 
Regimen 
Control 
Regimen 

Study 
Regimen 1
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2. REMoxTB: Moxifloxacin either 
replacing isoniazid or ethambutol

Control 
Regimen 

Study 
Regimen 2

Study 
Regimen 1

2. REMoxTB: Moxifloxacin (M) either 
replacing isoniazid (H) or ethambutol (E) 

1. Can the replacement of ethambutol with 
moxifloxacin shorten treatment to 4 months?

2. Can the replacement of isoniazid with moxifloxacin
shorten treatment to 4 months?

• Follow-up: 18 months

• Sites: Africa, Asia and Central America

• Non-inferiority trial design

• Sample size: 1900

• Results due: Mid-2013
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3. RIFAQUIN: Intermittent dosing with 
moxifloxacin and high-dose rifapentine

Control 
Regimen 
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Rifapentine + + + +

Moxifloxacin + + + +
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+ Rifapentine and 

Moxifloxacin given 1-weekly

Months

3. RIFAQUIN: Intermittent dosing with 
moxifloxacin and high-dose rifapentine

Control 
Regimen 

Study 
Regimen 1
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3. RIFAQUIN: Intermittent dosing with 
moxifloxacin and high-dose rifapentine

Control 
Regimen 

Study 
Regimen 1

Study 
Regimen 2

3. RIFAQUIN: Intermittent dosing with 
moxifloxacin and high-dose rifapentine

1. Can the continuation phase of high dose rifapentine
with isoniazid replaced by moxifloxacin by reduced 
to 1-weekly?

2. Can a 2-weekly continuation phase of high dose 
rifapentine with isoniazid replaced by moxifloxacin
shorten treatment to 4 months?

• Follow-up: 18 months

• Sites: Southern Africa

• Non-inferiority trial design

• Sample size: 1100

• Results due: Early 2013
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Future planned phase III trials

• No planned multi-centre phase III trials for drug-
sensitive TB for next few years. 

• Several novel compounds currently in phase II

• but all targeted at MDR-TB.


