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

Frequency (%) of mutated codonsz

g mhis oot ot of oo 5 i-Leu Ha-525-Asp His-325-Tyr Asp-515-1d

Sth mutsthna Bh tukalce vitkih
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United States(51) 244 2z 2TH 449 164 a2

M Yer(B1) 333 29 30 30 9.0 9.3

Erazil(32) B0 1.2 11 6.2 ] 16

Austrdig2d) 435 1241 121 1.1 182 3
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Incjudes frequency of rsteticns only at a single codea.
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Frequency of mutations in MDR-TB isolates
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FIG. 1. Mutations and alleles in rifampin-resistant M. tuberculosis isolates
reported by different groups (9 studies plus Cavusoglu C., et.al., 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

rifarapicin- ! m—e:;a:t}:m . ' crozs-resitance cratical

resistance(n}  andrifabuti ¥ rate (%) comcentration
8 4 50 MIC=40gap/ml Ogawa medium
92 Not shown 88 MIC=0.5pz/ml TH12 broth

Mathodz

23 20 87 MIC=2.5pp/ml THII agar

22 85 MIC=8pg/ml BACTEC 460
52 38 73 MIC=1gg/ml Not showa

29 21 72 MIC>2pg/mi BACTEC12B
30 24 80 MIC>2pg/ml F-test

21 17 £1 MIC>1gg/ml BACTEC 460
41 s 85 MIC:1 gl TH10 agar
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Laboratory findings
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RBC 470X10%/mm3, HE 13.7 gfgl, Flatelet 45.8 /mm3, ESR53/1n,

ALB4.Ggfgl, T-Bil0.43 mg/al AST 18 (LA, ALT 131U/, LDk 158 WA, v 3TP 151U/1,
BUN 12.0mg/gl, Crea $.6mg/dl, CRP 1.05 mgsal, Na 138 mEg/l, K4.2 mEg/|,

SlB2mefsl, CEA 1.1 re/mil, CYFRA 0.7ng/mi, B-D gluzan <& pgimi T AN
ZIE (). HBAIC 5.1%., HBsAg (-). HCV (=), HNI/HALIF(-.
QFT CHIFEIRE). EE 552 IU/ml, &R B¥GL. 1&(E WL,
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i Class
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PELRFR A SN0 AFESLL INE 300mg. RFP 520mg,

FZ4 1200mg, EB 750mg |T moxfloxacin 400mg & JIAT
SERANS L. BIERORIRGEC NERICRBU. & iR
LTHRIZEELMIRPTHS.

7/28 274 851 /L8 B/25 /2 /8 a7is
Druzs  HREZ+MOFK HR
Emazr 2+ 2+ 2+ 3+ i+ - - -
Culture + + + + + —_ — —
7d 3d ad 34 Lad




# 22

WHO WGND Global Plan Framework 2010-2015

Vision/Goall/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

#* 23

, Objective 4: To develop a safer, higher-efficacy and
| shorter regimen for DR-TB, compatible with HIV
HGEU ]

TMC 207, phase llb
OPC 67683, Phase Iib

Linezolid (phase Il) 1
PNU 100480, Phase | and Il (? Check)

Aztrazenica (Phase 1 and ll) ((? 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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Comparison of rifabutin susceptibility and rpoB
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MeropenemClavulanate is effective against
Extensively Drug—Resistant Mycobacterium tuberculosis

J. E Hugonnet, L. W Tremblay, HI Boshoff, C. E Barry, J. S. Blanchard
Science 323 1215-1218, 2008

Meropenem + Clavulanate {3 -lactamase inhibitor)
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