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Remembering...

& Who is the problem?

What we need to do?

T

Tuberculosis (TB) is a preventable and curable infectious disease,
transmitted through the air, the main etiologic agent is Mycobacterium
tuberculosis (MTB)'.

In 2007 the mortality rate decreased to 1.3 million patients with TB and HIV-
negative and 456,000 deaths among co-infected individuals?.

MDR-TB, XDR-TB and TB / HIV make it impossible to attempt to control TB®.
1/3 of the population is infected with MTB in latency state.”.
Rifampicin — Discovery more than 40 years ago-.

‘Enphasize

Need for a new agent*

*To Reduce the duration of treatment.

*To be active against resistant strains.

*Do not interfere with the retro-viral drugs.
*To be active against bacilli in latency state.
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Anti-TB Drugs Pip

Pipeline to select new drugs against TB created at the “Hugo David”
Laboratory, FCFAR/UNESP, Araraquara, Brazil.
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Approaches to developing new anti-TB drugs

| NatualProducts | Lsmtheisomewnds] T, gate  more  than 2,000
v compounds were analyzed in the
e stage of screening. =

Inorganic Compounds

Analogues Synthesis
Novel'Structures

SIS

iron compounds as potential therapeutic agents against tub
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Screening
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Determination of MIC against the MTB H37Rv in different environmental
conditions (normal, pH 6.0, 4% ASB and 10% FBS)
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Resazurin Microtiter Assay
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PALOMINO, J. C. et al. Resazurin microtiter assay plate: Simple and inexpensive method for detec
tuberculosis. Antimicrobial Agents and Chemotherapy, v. 46, n. 8, p. 2720-2722, 2002.
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REMA
Resazurin Microtiter Assay

Screening
resazurin resofurin
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Resazurin Microtiter Assay

Screening
MIC — 90% Inhibition of
Bacterial growth
1 2 3 6 7 8

(Control) A QO O
(orem ) 5 O @ @ o060 @ O
(BBl )|c © @ @ ©0 0 0000
(12500m) D O @ @ @0 00000
Gzwn) E O @ @ @0 00000
G| F O © @ ©0 00000
(seem)|C O @ @ @00 0:0:00
@'78”9""9 HO @ @ L @00 ‘i_._ji_,_: O 8 Days—37°

PALOMINO, J. C. et al. Resazurin microtiter assay plate: Simple and inexpensive method for detecti
tuberculosis. Antimicrobial Agents and Chemotherapy, v. 46, n. 8, p. 2720-2722, 2002.



REMA
Resazurin Microtiter Assay

MIC - 90% Inhibition of
Bacterial growth
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REMA
Resazurin Microtiter Assay
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Screening
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Determination of Cytotoxicity (IC50) front of VERO (normal cells);

HepG2 (hepatic cells) and J774A.1 (macrophage cells)
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Cytotoxicity (1C50)
Cell Culture

Screening

h_

r Cells are incubated at 35° C with 5% CO2

ell Culturh in cell culture bottles in Eagle's medium
supplemented with 10% fetal bovine serum
and ATBs penicillin and amphotericin B.

.............................................................................‘

QUL

A. Bottle used to cell culture B. J774A.1 macrophage cells observed

under an inverted microscope.




24-48 hs
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Cytotoxicity (1C50)

Methodology

dithio-carbazates and hydrazide/hydr

al of Medicinal Chemistry, v. 45, n. 11, p. 1898-1

micarbazones,

PAVAN, F.R. et al. Thiosemicarbazones, se
activity and cytotoxicity. European Journ
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Cytotoxicity (1C50)
Methodology

Screening
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Screening

_ Cytotoxicity (1C50)
_ - Methodology
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PAVAN, F.R. et al. Thiosemicarbazones, semicarbazones, dithio-carbazates and hydrazide/hydrazon
activity and cytotoxicity. European Journal of Medicinal Chemistry, v. 45, n. 11, p. 1898-1905,



Screening
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activity and cytotoxicity. European Journal of Medicinal Chemistry, v. 45, n. 11, p. 1898-190
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Screening Results

Table
Anti-MTB activity (MIC), cytotoxicity (IC50 ), and selectivity index (Sl) of the ruthenium

complexes and their free ligands

Identification Compounds MIC (uM) IC50 (uM) Sl

SCARO1 [Ru(pic)(dppb)(bipy)]PF | e 23.6

SCAR02 [Ru(pic)(dppb)(Me-bipy)]PF; ” 1 2 11.9 =
SCAR04 [Ru(pic)(dppb)(phen)]PF; . 4010 =
SCARO05 dis-Ru(pic)dppe),PF, 0,8 23.0 31.20

SCAR06 cis-[RuCl,(dppb)(bipy)] 1,6 3

SCARO7 Ru(pic)(dppe)(phen) 2,1

SUHTTHTT

PAVAN, F. Rﬂtztﬁuthémunt@ﬁ:phosphm e/diimine/picolinate complexes: Inorganic compound
European—J'O'umztutMuﬂclm:Ch‘émlstry IN PRESS, 2011.




Screening Results

Ruthenium (ll)
phosphine/diimines/picolinic

p—
Table. Determination of MIC against the MTB H37Rv in different environmental conditions (normal, pH 6.0,
4% ASB and 10% FBS)

REMA (uM)
[ s e e e e P rot ir
4% ASB

Identification Compounds Normal pH6,0

SCARO1 [Ru(plc)(dppb)(blpy)]PF6 , : : ,
Mmm%\&ﬁ NG \\HHR\R\PM}]H%\&@M e ] wmuh%dﬂ\ﬁmmmNMM 7 2‘ ‘QH b 77777777777777
SCARO04 , , 1,9

[Bu(plc)(dppb)(phen)]PFe

HH‘HH‘MMWH L i: e fi: y N
3,0

i e \mim\ﬁ\ . - ,

~ INH 0,2
E ! %m‘ﬁ “““““ o Str CinHmwmMWmewm‘ e - WWWN . . . N ! vmww o -y i — . - L — =

» “The complex did not show any loss in activity in the different conditions, indicating stability in

acidic pH and no connection with serum proteins.”

PAVAN, F.R. et al. Ruthenium (Il) phosphin e/diimine/picolinate complexes: Inorganic compound s
European Journal of Medicinal Chemistry, IN PRESS, 2011.
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In vitro Preclinica
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Intracellular activity against MTB Erdmann ATCC 35801
with pSMT1 plasmid
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L 2o W Methodology
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Snewin V.A. et al, Assessment of immunity to mycobacterial infection wi

INFECTION AND IMMUNITY, Sept. 1999, p. 4586—-4593




Intracellular Activity

Methodology
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Intracellular Activity

In vitro Preclinical

Methodology

1)

1 a 5 bact/cell

O

Lise Triton 0.1% (T0) "

Snewin V.A. et al, Assessment of immunity to mycobacterial infection with lucif
IMMUNITY, Sept. 1999, p. 4586—4593




Intracellular Activity

In vitro Preclinica‘f"

Methodology
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Intracellular Activity

Methodology
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In vitro Preclinica
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Intracellular Results

Ruthenium (ll)
phosphine/diimines/picolinic

-
Table
Intracellular activity against MTB Erdmann ATCC 35801 with pSMT1 plasmid, of ruthenium compounds and rifampin at
various concentrations

Identifi Concentra Intracellular Identifi Concentra Intracellular
cation Compounds tions (M) Inhibitory cation Compounds tions (M) Inhibitory
MY Activity (%) YD Activity (%)

GiS-
[Ru(pic)(dppe

cis- 20.7 51.10
cis- .

SCARZ i SCAR6 [RuCl(dppb)b = 5.17 33.40
[RuCl,(dppb)(bipy)] i[py)] 2(dppb)( ;

T

[Ru(pic)(dppb)(phen) =
SCAR4 PF,

PAVAN, F.R. et al. Ruthenium (Il) phosphin e/diimine/picolinate complexes: Inorganic compound s
European Journal of Medicinal Chemistry, IN PRESS, 2011.
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Cross Resistance

Strains

& BIOMEDICINE
PHARMACOTHERAPY

Available online at Elsevier Masson France
i
e EM|consulte

www.sciencedirect.com www.em-consulte.com/en 58 CIinicaI iSOlatES
-Susceptible

Drug resistance in Mycobacterium tuberculosis clinical isolates from Brazil: - mono
Phenotypic and genotypic methods - MDR-TB

Marcelo Miyata®*, Fernando Rogério Pavan?, Daisy Nakamura Sato”, Leonardo Biancolino Marino?,
Mario Hiroyuki Hirata“, Rosilene Fressati Cardoso 4 Fernando Augusto Fiiza de Melo €,
Cleslei Fernando Zanelli?, Clarice Queico Fujimura Leite

ELSEVIER

Original article

#School of Pharmaceutical Sciences, Biological Sciences Department, Paulista State University, Rodovia Araragquara-jati km 1, 14800-901 Araraquara, SP, Brazil
® Adolfo Lutz Institute, Ribeirdo Preto Unit, Ribeirdo Preto, SP, Brazil

“School of Pharmaceutical Sciences, University of Sdo Paulo, Sdo Paulo, SP, Brazil

@ Department of Clinical Analyses and Biomedicine, State University of Maringd, Maringd, PR, Brazil

2 Clemente Ferreira Institute, Sdo Paulo, SP, Brazil
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Cross Resistance

In vitro Preclinical

Methodology
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58 Clinical Isolates
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MlYATAng resistance in Mycobacterium tuberculosis clinical isolates fr
Biomedicine & Pharmacotherapy, DOI. 10.1016/[.biopha.2011.04.021, 2011.




Cross Resistance

Ruthenium (Il &
phosphine/diimines/picolinic acid

I . - e

Table

Determination of anti-MTB activity of compounds against 25 clinical isolates selected panel built with
profile of sensitivity/resistance.

Standard Drugs
Clinical Isolate n° BACTEC™ MGIT™ 960

SCAR compounds (REMA)
MM

H37Rv S S S S 1,2 1,2 1,4 0,8 1,6 2,1 =
Susceptible isolates —
16 S S S S 6,5 3,2 3,7 2,7 4.1 3,6

40 S S S S 1,6 1,6 1,8 1,3 16,6 nd

48 S S S S 13,1 3,2 3,7 1,3 >33,1 nd

66 S S S S >26,1 3,2 7,3 2,7 >33,1 nd

68 S S S S 3,3 1,6 1,8 1,3 2,1 nd

71 S S S S 3,3 1,6 1,8 1,3 >33,1 nd =
72 S S S S 33 =
75 S S S S 26,1

nd — not determined




Ruthenium (ll)

phosphine/diimines/picolinic a@

Clinical Isolate n°

Standard Drugs
BACTEC™ MGIT™ 960

b

Cross Resistance

Mono-drugs-resistant TB

15 S R S S 6,5 1,6 3,7 1,3 4,1 3,6
77 S R S S 6,5 6,4 7,3 53 nd 7,2
98 R S S S 1,6 1,6 1,8 0,3 16,6 1,8
181 S S R S 1,6 1,6 18 0,3 nd 1,8
Multi-drugs-resistant TB (MDR-TB)

84 R R S S 3,3 3,2 1.8 1,3 nd 1,8
145 R R S S 1,6 1,6 1,8 0,7 nd 1,8
173 R R S S 3,3 3,2 3,7 2,7 >331 3,6
176 R R S S 26,1 1,6 3,7 2,7 >331 nd
46 R R R S 6,5 1,6 3,7 2,7 16,6 7,15
142 R R R S 26,1 1,6 1,8 2,7 4,1 nd
92 R R R S >26,1 6,4 7,3 53 >33,1 nd
93 R R R S 26,1 3,2

59 R R S R 13,1 1,6

61 R R R R 6,5 1,6

97 R R R R 13,1 3,2

104 R R R R 3,3 0,8

185 R R R R 25 0,39

nd — not determined




Drug Interaction

In vitro Preclinical
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Evaluation of in vitro activity of combinations of candidate compounds

using drugs between the 2D checkerboard methodology
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Drug Interaction

In vitro Preclinical

Methodology
Checkerboarder 2D

A 1 2 3 4 5 6 7 8 9 10 11 12

7 n@ 0000000008 S

: 6@ 00 0 0 4.0 O O 00| @ 2
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= o |E @ Qb OO0 0000 Olole — = = Negative Control =
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15 LUNA-HERRERA, J. et al. Synergistic antimycobacterial activities of sesquiterpene lactones fro
Chemoth . . . 2, 2007




Drug Interaction

In vitro Preclinica
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Methodology

Lower FIC
FIC = MIC [A] combination + MIC [B] combination = FIC index
MIC [A] alone MIC [B] alone Parameters
< 0,75 Sinergismo
0,75-4 indiferente
Com|:|ound 1 5 3 4 5 6 7 8 9 10 11 12 > 4 antagonismo
_A{}D_
0w |AO @O0 00 0 0 0 0 9000
s  BO OO OO OO 0 0 000 =
s 1O 0000 00 0 0 000
15 DO OO0 00 © 00 0 0/0|0 LEGEND
. w E0 00000000 000 O o =
C =2 |F00000 0000 0eo0 . K
= ompound A - test??
E 016 G O ‘ ‘ . . @ . ‘ ‘ . ‘ O Composto B — Standard
. s | HO 00 00 000 0 000 drugs
E 0.004 0.008 0.016 0.03 0.06 0.13 0.25 0.5 1 §l — = = Positive Control
:é = = = Negative Control




Ruthenium (ll)
phosphine/diimines/picolini

Drug Interaction

- Table
Evaluation of in vitro activity of combinations of compounds between the candidate drugs using

checkerboard methodology.

Compounds/ . Compounds/ . Compoun .
Stangar d drugs FIC Interaction Stan:ar d drugs FIC Interaction Stanga:ld ::tﬁgs FIC Interaction
Rifampicin Ethambutol Moxifloxacino
SCAR1 1,0  Sinergismo SCAR1 1,6  Indiferente  SCART1 2,5 Indiferente
SCAR2 2,0 Indiferente SCAR2 1,6  Indiferente SCAR2 1,3  Indiferente
SCAR4 1,0  Sinergismo SCAR4 3,3 Indiferente SCAR4 1,3  Indiferente =
SCAR5 1,1 Indiferente  SCAR5 1,7  Indiferente  SCARS5 2,6 Indiferente
SCARG 1,0 Sinergismo SCAR6 1,6 Indiferente SCARG6 0,8  Sinergismo
SCAR7 1,0 Sinergismo SCAR7 2,4 Indiferente  SCAR7 25 Indiferente

_— ﬂg)niazid \ Streptomycin -

- |SCART1 1,4  Indiferente | SCAR1 1,3  Indiferente =

- |SCAR2 1,0  Sinergismo | SCAR2 1,3 Indiferente

E SCAR4 1,0 Sinergismo | SCAR4 1,3 Indiferente

- |scaRrs 1,0 Sinergismo | SCAR5 1,4 Indiferente

- |SCAR®6 0,5 Sinergismo | SCAR6 0,5 Sinergismo

_LS\CAR7 1,0 Sinerg_;ismo)) SCARY7 1,3 Indiferente




Latent Assay

In vitro Preclinica
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Evaluation of activity of new compounds against the MTB persistent without replication,

I

using recombinant MTB H37Rv (pFCA-luxAB) and recovery test with low oxygen

(LORA-Low Oxygen Recovery Assay)

SIS




Activity on the latency model
(NRP II)

In vitro Preclinica

h;

Wayne Model (Obtain of NRP Il)

NRP I/ NRP Il
MTB H,;Rv ATCC 27294

(pFCA-luxAB)

* Harvest

» v * Washing =

* Freezing — 80°C

37°C

=)

Bacterial Population

Stirring constantly/without
disturbing the environment.

Vv

0 5 10 12 17 =

Time (days)

'.iiIiIIIIIIIIl[HllllllIIHI'

w model for sequential study of shiftdown of Mycobacteri
n and Immunity, v. 64, n. 6, p. 2062-2069, 1996.




Activity on the latency model
(NRP II)

In vitro Preclinica

—
- LORA — Low Oxygen Recovery Assay

Methodology

Calculate MIC
in NRP II «

2 x 10° (Wayne)

28h “recovery”
aerobic

Anoxomat WS-8080 t

10 days of
incubation
at 37°C under
aerobic
conditions.

QUL




Ruthenium (ll)
phosphine/diimines/picolinic

Activity in the latency stage

-
Table. Evaluation of activity of new compounds against the MTB persistent without replication, using
recombinant MTB H37Rv (pFCA-luxAB) and recovery test with low oxygen

(LORA-Low Oxygen Recovery Assay)

Identification Compounds LORA MIC (uM)
SCARO1 [Ru(pic)(dppb)(bipy)IPF 0,55
SCARO02 [Ru(pic)(dppb)(Me-bipy)]PFg 0,46
SCARO04 [Ru(pic)(dppb)(phen)]PF 0,53 -
SCARO05 cis-[Ru(pic)(dppe),]PFq 0,31 =
SCARO06 cis-[RuCl,(dppb)(bipy)] 0,42
SCARO07 Ru(pic)(dppe)(phen) 1,21
Standard Drugs
- RMP Rifampicin 0,84 =
E INH Isoniazid > 507 =
E EST Streptomycin 3,52
= EMB Ethambutol > 24,2
= MOX Moxifloxacin 6

PA-824 PA-824 0,65
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Spectrum Activity

In vitro Preclinical

Methodology

—
Mycobacterium smegmatis ‘ REMA

S. Aureus E. coli C. albicans
5x10%5 CFU/mL 5x10%5 CFU/mL 1,5x108 CFU/mL

Staphylococcus aureus l
Escherichia coli #

Candida albicans

[

Incubation at 37 °C
24 h — S. aureus e E. coli
48 h — C. albicans

Microdilution in

browth ' =

URT T

MIC calculated - D.O. 492 nm

procedures handbook. Washington, DC: American Society for Microbiology, 1992. p.1-28.



Spectrum Activity

Table. Spectrum activity determination

Identification

SCARO1
SCARO02
SCARO04
SCARO05
SCARO06
SCARO07
Standard Drugs
GTM
RMP
INH

SM
MOX
MET
TMC

SUIT T e

Spectrum Activity (uM)
Compounds

S. aureus YC. albicans YM. smegmatis\
[Ru(pic)(dppb)(bipy)]PFg >10,4 5,1 >10,4 5,2
[Ru(pic)(dppb)(Me-bipy)]PFs | > 10,2 2,4 > 10,2 5,0
[Ru(pic)(dppb)(phen)]PFg >11,8 4,6 >11,8 57
cis-[Ru(pic)(dppe),]PFg > 8,5 0,3 1,9 5,3 =
cis-[RuCl,(dppb)(bipy)] >13,3 59 >13,3 >13,3 =
Ru(pic)(dppe)(phen) >11,4 5,5 >11,4 5,6
Gentamicin L 1.0 A 0,6 A y >100 =
Rifampicin >100 =
Isoniazid 0,9
Streptomycin 0,2
Moxifloxacin >512
Metronidazol 0,06

TMC-207 \ >100)
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Mutagenicity
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Mutagenicity

In vitro Preclinica

h

Methodology

possible
mutagen a high number of
revertants (his- to his+)
suggests the mutagen
rat liver causes mutations
extract plate incubate
| — S — G =
media with
minimal histidine
plate incubate —

Salmonella strain >
(requires histidine) &S = \——

control plate
(natural revertants)

AL
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Action Mechanism

In vitro Preclinica

h-_

RDA - Representational difference analysis

RDA1 S <=

v U ‘ vRNA EXTRACTION
Tester 1 Driver 1 \

v'cDNA Synthesis

—i
i

Tester 1: M. tuberculosis H37Rv
ATCC 27294 + test compound.
Oriver 1: M. tuberculosis H37Rv
ATCC 27294
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Action Mechanism

In vitro Preclinica

h.

. VCLONING
Fragments of interest ) -
tampé&o ligase Transformation into Agar LB selection of
+ DNAligase — Escherichia coli . »(Luria-Bertani) ecombinant clone
ATP cells by electroporation.
vector pGEM-T-Easy (Promega) l
_

*<) Extraction of plasmid DNA

% “ @

—
i

vSEQUENCING

v'Automatic Sequencer MegaBACE 1000 (Amersham Biosciences).
v’kit DYEnamic ET e Dye Terminator Cycle Sequencing (Amersham
Biosciences)

v'The observed sequences are compared with the GenBank database
(www.ncbi.nlm.nih.gov) using the Blastx program (Altschul et al., 1997).

QU

v’ Comparative analysis by subtraction between the driver and the tester.
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Continuing the

Minimum
Inhibitory
Concentration
MIc)

| ‘ c;mtnxm | ‘mmwn

(EEEEEERERRAAIAA: )

Hﬁl"l'l'kl Eﬂd‘lﬂlhbﬂ.‘i

[ aciaph

4% Albumin

10% Fetal
Bavime Seram

BB LT

¥

A

jrm.i l.hcmgrup 'm'f""“c

i

“Checkerboard”
Mo

| & mursus; Ecolf C
3l and other
obacterls

| Pharmacokinetic Mi:rbnu:ilu;
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Acute Toxicity

In vivo Preclinica

h.

Animals to Experimentation

- « C57BL/6 female, black, aged 8-10 weeks, with average weight of 15-20
-~ grams..

—
i

» « BALB/c mice, white, aged 8-10 weeks with an average weight of 15-20 grams.

g

QU




Acute Toxicity

1)

“Must be approved by the ethics committee on animal ‘
Research”

« 3 animals/group, 1 compound per group =

« Single dose of 2000 mg/kg per body weight (gavage)
Doses of 100, 300, 1000 mg / kg per body weight (if necessary)

« Control Group - Feeding ad libitum

« QObservations after administration of 4 to 6 hours during the first 24
hours — “Hippocratic Screening” (any behavioral change)

« Until 14 days.

il

T

OECD 2001. Guideline 423: Acute Oral Toxicity - Acute Toxic Class Method.
http://www.oecd.org/publications. Paris: Head of Publications Service.




Acute Toxicity

In vivo Preclinica

Methodology

The surviving animals are sacrificed and the following organs examined
macroscopically and weighed:

* Heart, Liver, Pancreas, Kidneys and lungs.
« Statistical analysis

« Acute Toxicity:
* LDgy, > 2000 per body weight = Low Toxicity
* LDs, 500 - 2000 per body weight = Moderately Toxicity =
« LDy, 100 - 500 per body weight = Highly Toxicity =
« LDg, =25 per body weight = Extremely Toxicity

B
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Ruthenium (ll)
phosphmeldummeslplcolmlc

Acute Toxicity

Table. Evaluation of Acute Toxicity of the compounds in C57BL/6.

Identification Compounds Losses(%)

g\@umw@mm

’ ’ . 16,6 =

B i i AR ; ' 7 T [
SCARO4 ppb)(phen)]PF,
MMMMMMMNMNM‘WW
L . L i ""‘mmMmMmhmu‘mu‘”u@‘@‘mm -W

CARO06 b)(bipy)] et =

""‘wMwMWMNMNMNMNMMWWWWMNM
nd

0

SO

nd — not determined
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Tolerance

In vivo Preclinica

h-_

Methodology

« BALB/c or C57BL/6 mice
« 2 animals/group, 1 compound per group

i

Single dose
le of 5
(gavage) Cygae g Final Cycle
Starting of y doses are Ideal Dose
- Analisys of . A
50 mg/kg . . increased. determined =
Hipocratic -
per body ) |
Screening

weight

QI




Tolerance

Ruthenium (ll)
phosphine/diimines/picolini

- Tolerance in BALB/c mice

Daily doses, oral way, 5 days cycles

SCAR4 - [Ru(pic)(dppb)(phen)]PF,
|deal concentration of 75 mg/kg per body weight

Ll
—
——

SCARY - Ru(pic)(dppe)(phen)
Ideal concentration of 50 mg/kg per body weight

RMP - Rifampicin
Ideal concentration of 15 mg/kg per body weight

URT T
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Pharmacokinetic Screening
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Pharmacokinetic Screening

In vivo Preclinica
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Determination of active
concentrations the blood.

collected by the tail.

REMA
LD Nelelelelele elelel0l0)6)
>0 DEOREE@EO®EO
Detemined «QPOOCOROOO00
Jelolelelelc olelelelele.
DPOOCEOROOOOO
Fololelelelo clelelelele)
QOOO0PEROOOOO =
000000000000 |
o Lower Serum separateod and =
= Concentrations keep at -70°C
than LD,
= 3 mice have blood

Gruppo et al.; Rapid Microbiologic and Pharmacologic Evaluation of EX| '
tuberculosis. Antimicrobial Agents and Chemotherapy, 50
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Infection Mice

In Vivo Preclinicaf
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L
Animal Infection
5x106
n=100
BALB/c CFU/mL 30min
Multiplication of MTB Erdman in the lungs of
BALB/c
1.0E+06 -
Aerosol infection chamber 1.0E+05 - =
1.0E+04 -
|
£ 10e+03 -
[1'8
© 1.0E+02 -
1.0E+01 - -
1.0E+00

SO




Mice Treatment

In vivo Preclinica

h-_

Animal Treatment
BALB/c mice, female 10° dia 31° dia
6 animal/group, 1 compound per group » Start the treatment » End of the treatment

Single daily doses
(gavage)

End of the treatment
CFU/mL of the lung
treatment animals

x Compounds | [] mg/kg per body
weight

CFU/mL of the lung treatment
animals with RMP - SER e =
X SCAR7? 50

CFU/mL of the lung RMP
treatment animals
with the compounds

i

15

)
¢

ST T

20 FALZARI, K. et al. In vitro and in vivo activities of macrolide derivatives against Mycobacterlu
Chemotherapy, v. 49, n. 4, p. 1447-1454, 2005.
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Ruthenium (ll)

phosphine/diimines/picolini
—

Animals treatment

Treatment of animals infected with MTB Erdman

1.0E+07

1.0E+06
1.0E+05
1.0E+04
1.0E+03
1.0E+02
1.0E+01

T10 T31CMC SCAR4 SCAR7
Control and compounds

CFU/mL

Figure. Analysis of the quantity of bacilli from the lungs of BALB/c controls and

treated with compounds
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