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Frequency of mutations in RFP-resistant M.tuberculosis
isolates from different geographicregions

Fraquency ih
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Inciudes fraquency of mutaticns only at 3 single codon.
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Frequency of mutations in MDR-TB isolates




FIG. 1. Mutations and alleles in rifampin-resistant M. tuberculosis isolafes
reported by different groups (9 studies plus Cavusoglu C., etal., J.C.M.2002).
The original sequence is boxed. The bottom panels show the mutation at a
single codon; and the upper panels show the mutations involved in double,
triple, and quadruple codons.
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Comparison of studies about cross-resistance
between rifampicin and rifabutin
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Anti-tuberculosis immunity by granulysin
produced from cytotoxicT cells
{Hypothesis 2)
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_ Gordon Research Conference on Tuberculosis Drﬁg

Development .
Oxford, UK, Aug 1621, 2008.

. 2nd International Workshop on Clinical Pharmacology of

Tuberculosis Drug.
San Francisco, USA, Sep. 11,2009,

. 49th ICAAC Meeting ,
San Francisco, USA, Sep. 1215, 2009.

_ WGND (Working Group on New TB Drugs) in WHO STOP TB
Partnership '
Cancun, Mexico, Dec. 3-7, 2008
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WHO WGND Global Plan Framework 2010-2015

Vision/Goal/Objectives/Activities

Goal (2015): To develop shorter TB regimens that
will cure all forms of TB, be compatible with ART,
suitable for children, effective against LTBI,

affordable and easily managed in the field

Objective 1: Substantially expand the pipeline of
new drug candidates

Objective 2: Build and maintain trial site capacity
necessary to support trials for drug-susceptible TB,
DR-TB and LBTI
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Objective 4: To develop a safer, higher-efficacy and
shorter regimen for DR-TB, compatible with HIV

treatment

TMC 207, phase lib
OPC 67683, Phase llb
Linezolid (phase Il)

PNU 100480, Phase | and Il

(? Check)

Aztrazenica (Phase 1 and Il) ((? Check)

Two phase Il trials for 12 drugs (including
SQ109....)

Two phase lll trials for shorter combined regimen
for DRTB patients well underway

Two phase lll trials in early stages for shorter
combined regimen
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(1) Yoshida S, Suzuki K, Iwamoto T,
Tsuyuguchi K, Tomita M, Okada M, Sakatani
M

Comparison of rifabutin susceptibility and rpoB
mutations in multidrug-resistant
Mycobacterium tuberculosis strains by DNA
sequencing and the line probe assay.

Journal of Infection and Chemotherapy (in
press)

(2) Yoshida S, Suzuki K, Tsuyuguchi K,
Iwamoto T, Tomita M, Okada M, Sakatani M
Evaluation of the Innno-Lipa Mycobacteria v2
for Mycobacterial identification

Kekkaku 2009 ; 84 : 15-21

(3)Masaji Okada, Yoko Kita

(Special Focus on Tuberculosis Prevention and
Immunotherapy) Tuberculosis Vaccine
Development :The development of novel
(preclinical) DNA vaccine.

Human Vaccines (in press)
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% 1. standard dose & [2/3dose 1 ODLLER

Body standard 2/3 dose
Weight
30kg H 150 150mg
R 300 300mg
E (8) 450 500mg
Z 750 -
40kg H 200 200mg
R 400 300mg
E(S) 600 500mg
Z 1000 -
50kg H 250 200mg
R 500 300mg
E(®) 750 500mg
7 1250 -
60kg H 300 200mg
R 600 300mg
E(S) 900 500mg
Z 1500 -
Standard dose:

INH : 5mg/kg (FcX 300mg/day) ,
RFP: 10 mg/kg (5K 600mg/day)
PZA: 25 mg/kg (FX 1500mg/day)
EB: 15 mg/kg (K 750mg/day)
SM : 15 mg/kg (&KX 750mg/day)
LVFX: 8 mg/kg (FK 600mg/day)
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N=25 N=45 N=44
Sl 84.2+3.99 88.2+4.95 86.8+5.95
(Fr9{®) (83y.0.) (88y.0.) (86y.0.)
Bk (&%) 20/5  (20%) 20125 (55.6%) 18/16  (47.1%)
IEIER Ty N 23/2/0  (8.0%) 39/10/2 (22.2% 371611 (13.6%)
(FF1EH %) ( %)
BRI 21 (84.0%) 35 (77.8%) 33 (75%.0)
ZERIRE 9 (36.0%) 11 (24.4%) 6 (13.6%)
BUHED Y 19  (76.0%) 36 (81.8%)

Performance status
3+4

BT N7 3 o idE

10  (40.0%)

10 (40.0%)

38 (84.4%)

25 ( 55.6%)

20 (44.4%)

32 (72.7%)

31 (70.5%)

(3.0mg/dl LL'F)

LN}

30kg ¥ifs 0 3 0

30—40kg FiH; 1 3 10

40—50kg A 4 5 3

50kg P b 7 3 2

‘?E'J/’ii“iﬁ L 13 20 30
£ IR & IR UR

ARE . EEIRHE BEE : 2/3 F— 2159 CH . ZDhhoVhIE
N=25 N=45 N=44

BIEH O 6 (24.0%) 10 (22.2%) 10 (22.7%)
Bk 3 T iy 5 (20.0%) 8 (17.8%) 7 (15.9%)
TR 5 (20.0%) 10 (22.2%) 30 (68.2%)
AB% 14 B LUNOEE 2 (8.0%) 2 (4.4%) 14 (31.8%)
BRI ~EREARE |5 (20.0%) 12 (26.7%) 11 (25.0%)
TRIFSET 6 (24.0%) 9 (36.0%) 5 (11.4%)
RFEPOET 7 (28.0%) 14 (31.1%) 30 (68.2%)
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Kusunoki Y, Takashima T
Relationship between the
isoniazid-resistant mutation
katGS315T and the prevalence of
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Int J Tuberc Lung Dis 2008
12(11):1300-5.
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