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‘ ‘ | Median Burden Countries Case Notification rates (/100000)

1990 2000 2001 2002 2003

Brunei 56 92 66 58
Hong Kong 114 91 92
Japan 47 31
Korea 149 47
Macao 92
WEIEVSE 66 65
Singapore 53 43

High Burden Countries Case Notification rates (/100000)

1990 2000 2001 2002 2003
Laos 44 45 49
Mongolia 75 140 152
Cambodia 67 147 209
China 33 37 47
Papua N Guinea 61 234 226
Philippines 139 166
Vietnam 76 114 113




Median Burden countries Case Notification Rates
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High Burden Countries Case Notification Rates
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MACAO TB 1983-2006
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Mantoux test (PPD RT23)
Bg IRX sk 5
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” Historic Opportunity to Develop New
Therapeutic Options for TB
123l 1960 1970 1980

| | | |
1952 1963 1970 1974
st regimen Rifampin BMRC Trials BMRC Trials add
. Al (RIF) add RIF RIF & PZA 2005
* Streptomycin <UVo

. discovered Trials substitute
PAS 1954 Standard Therapy Moxifloxacin into

*Isoniazid  pyrazainimide 2 months: rifampin, isoniazid, regimen
(PZA) pyrazinamide, ethambutol

discovered — +
but liver toxicity 4 months: rifampin, isoniazid

Standard Regimen by 1960s based on 1952 drugs

Rx target: 3-4 months

Rx shortened to 6 months

Rx shortened to 9 months

Rx lasts from 12-24 months
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il moxiftoxacin for Te

Scientific Rationale

Investigators at Johns Hopkins University found that
substitution of moxifloxacin for isoniazid in a mouse model
decreased treatment time by two months

Moxifloxacin has demonstrated activity against
mycobacterium tuberculosis in both in vitro and in vivo
published studies

Moxifloxacin has an excellent oral bioavailability & long
biological half-life (T1/2)

Moxifloxacin has a low potential for drug-drug interaction
because it is not metabolized by the cytochrome P-450
enzyme system

Moxifloxacin has a demonstrated safety record: 42 million
patient uses for all indications worldwide
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‘H In an animal study*, moxifloxacin regimen
shortened treatment duration by 2 months

=
)

Untreated

2 months rifampin,
isoniazid and pyrazinimide
followed by 4 months
rifampin and isoniazid

2 months rifampin,
moxifloxacin and
pyrazinimide followed by 4
months rifampin and
moxifloxacin
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Duration of treatment (months)

*In vivo data does not predict clinical response.




Moxifloxacin Timeline (US)

A

Complicated skin and skin structure infections

Community acquired pneumonia due to multi-drug
resistant Streptococcus pneumoniae

Community acquired pneumonia due to Penicillin-
Resistant Streptococcus pneumoniae

Uncomplicated skin and skin structure infections

Acute bacterial sinusitis (ABS), acute bacterial
exacerbations of chronic bronchitis (ABECB), community-
acquired pneumonia (CAP)
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