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Blog Pipeline Clinical Research

TB R&D Weekly Update: Podcast Interview with Dr. Sanjib Bhakta

This week’s interview Is with Dr. Sanjib Bhkata who is Head of Mycobacteria
Research Laboratory, Micrabiology, Depariment of Biological Sciences,
Institute of Structural and Molecular Biology at the Birbeck University of
London, Dr. Bhakta's Laborat...

Resources Meetings About Us

MESSAGES TO OUR MEMBERS

Going to Lille? Don’t Miss the WGND
Annual Meeting and other events!
For more information, click here.

Check out our design for new Clinical

Trials Database!
\
taba S

View All Podcasts »

FROM THE BLOG

K-RITH Seeking Top Recruits for

K | Research Institute in South Africa

Winstone’s Voice

has been widely

hard facts, pe

action

GET INVOLVED

Sign up for Add a Become a
L email project & member

SITE FEATURES

Global Discovery Programs

View Discovery

Why We Need New TB Drugs

Total members: 1 9 7

William Bishai
Johns Hopkin

Drugs. A

About Contact Us

The Working Group is Supportad by mw

Evolving to an information sharing
platform

Blog feed on the homepage
Video / Podcast promotion
Messages to members

Get involved

Social media

Whole site has been redesigned
with further rollouts through Q1
2012.



Total members: 1 9 7

up from 145 last year

Contacts

43 4 ACTIVE
CONTACTS

ﬁ Add and update contacts

E’ Grow my contact list




PERIOD: YTD

Export || = Emall Advanced Segments:| All Visits

Dashboard Oct 22, 2010 - Oct 21, 2011

[ visits El==

i M 26,719 Visits wesemigde  65.88% Bounce Rate
Moy sl 00:03:40 Avg. Time on Site
niidogie % 61.68% % New Visits

o b B2,572 Pageviews
oM 3.09 Pages/visit

i Visitors Overview

i Map Overlay

1 6,792 Visitors

view report view report

i Content Overview

i Traffic Sources Overview

Pages Pageviews % Pageviews
M Search Engines = i i
13,220.00 (48.48%) findex.php 11,908 14.42%
M Direct Traffic
6.571.00 (24.58%) Ipipeline.php 8,916 10.80%
M Referring Sites T
5 541.00 ?20_?4%) /meetings/pza-workshop.php 8,567 10.38%
Other /meetings.php 2.036 2.47%
1,387 (5.18%)
Iclinical-irials-database.php 1.864 2.268%
view report view report

ANALYTICS

Strong user growth

e Sustained audience (peaks with
communications)

e Audience growth

e Positive response to site
enhancements

e Rising search traffic (58% last
month)

e Time on site remains strong
(4:00 since launch of new site)
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CLINICAL DEVELOPMENT
~
CPZEN-45 AZD5847 = PA-824 (rec i NcE] Gatifloxacin
Caprazene nucleoside Oxazolidinone 13 Nitroimidazol-oxazine 13 Fluoroquinolones
Microbial Chemistry Resear » Astrazeneca TB Alliance Information provided by WGND
Fuundauun Tokyo, Japan, L|IIB13
? Discovery Initiative, NIAI
IDRI, Lilly, YourEncore Novel Moxifloxacin for Drug-Sensitive
Combinaticns/Regimens TB »
Nitroimidazol-oxazine, diarylquinoline, Fluoroguinolones
Quinolone DC-159a ﬂlznmqumu!uue, Nicotinic %ﬂi : b Umv:rzity College London
Fluoroguinclone Antibiotics derivative
Japan Anti-Tuberculosis Association, P TB Alliance
AV DelcnkBentyd Eiistacen cal Rifapentine (TBTG Study 26)
: Rifamycin
PNU-100480 CDC, Sanofi-aventis
$Q609 Oxazolidinone 13
e Pfizer
Dipiperidines 4
Sequella
TMCZ(IT (Bedaquiline) for [
MDR-TB »
SQ641 Diarylquinoline
Capuramycins b Tibotec BVBA
Sequella
5Q109 =
B'IZIM-} ) Ethylenediamines 3
Benzothiazinones » Sequella,NIH
New Medicines For Tuberculosis
(NM4TEB)

TMC207(Bedaquiline) for [[[53
DS-TB

Q201-Novel anti-TB agent

Imidazopyridine 4 TB Alliance, Janssen Pharmaceutica
Quro Science, Inc,

Diarylquinaline 3

OPC-67683 (Delamanid)

Nitro-dihydro-imidazooxazole 3
Otsuka Pharmaceutical Co., Ltd.
Linezolid for MDR-TB

Oxazolidinones 3

TBTC, Pfizer

Rifapentine (TBTC study 29)
Rifamycin
CDC, Sanofi-aventis
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No drop outs
2 advanced to Phase Il
1 advanced to Phase lll

Blog Pipeiine. Clinical Research Resources Meetings About Us

Login/Register Downioad the
=P woadda Project PPT Slide

CLINICAL DEVELOPMENT

W PHASE | PHASE I PHASE Ill

CPZEN-45 AZDS5B4T e PA-824 3 3 Gatifloxacin
Caprazene nucleoside Oxazolidinone 3 Nitroimidazol-cxazing » Fluroguinolones »
Microbial Chamistry Research » Aswazenaca T8 Aliance informaticn provided by WGND

Foundation, Tokyo, Japan, Lily T8
Drug Discayery Iniative. NIAID.
IDRE LR A Exeon Novel Moxifloxacin for Drug-Sensitive
‘Combinations/Regimens B

»
Quinolone DC-15% fucroquinclone. Nicole acid L "
Fuoroquincions Anioscs reois il Skt
n perculosis Association, b 8 Aliance
JATA. Daiichi-Sankyo Pharmaceutical Rifapentine (TBTC Study 26)
Rifamycin
;NU-:SG‘W €DC, Sanofi-aventis.
sae Qrazaidnana 3

TMC207 (Bedaquiline) for [T
THCZ0T (Bedaquling) for (3

sas4t Dianyguinaiine »
Capuramycins. 13 Tibotec BVBA
Sequolla

sa109 fhice |
BTZ043 = Ethylenediamines »
Benzothiazinonas » SequellaNIH
New Medicines For Tubarculosis
(NMATE)

TMC207(Bedaquiline) for 13
Q201-Novel anti-T8 agent DS.TB

. Diarylquinoline »
Imidazopyridine 13 T8 Alliance, Janssen Pharmaceutica
Quro Science, Inc. NV
OPC-67683 (Delamanid) [
Nitro-dihydro-imidazenxazole 3
Otsuka Pharmaceutical Co., Lid.
Linezolid for MDR-TB.
Oxazolidinones 3

TBTC, Piizer

Rifapentine (TBTC study 29)

= compounds compounds
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Clinical Ri

Blog Pipeline

DISCOVERY PIPELINE

Phenotypic Hit-to-Lead »
University of lilinois, TB Alliance

HIT-TO-LEAD

Combinatorial Biosynthetic
Compounds

About Us

=

Nitroimidazoles
Nitroimidazoles

Login/Register
to add a Project

LEAD-OPTIMIZATION

Download the

‘_@ PPT Slide

Pyrazinamide Analogs
Pyrazinamide/nicotinamide analogs b

Shaw Environmental and University ¥ TB Alliance, Univarsity of Auckland, TB Alliance/Yonsai University

of lllinois at Chicago University of llinois
M. tuberculosis Protein Kinase
Inhibitors TL1 Inhibitors
Several chemical scaffolds with » Folate Biosynthesis Inhibitors » Diarylquinolines Capuramycins b
various PknA, PknB and PknG AstraZeneca, TB Alliance Diarylquinoline Sequella
selectivity profiles TB Alliance, Univarsity of Auckiand,
Vertex Pharmaceuticals, Incorporated Tibotec

Phenotypic Hit-to-Lead » MTopo

GlaxoSmithKiine, TB Alliance Novel structural clas:
Fungal metabolites Riminophenazines As;az“:f,a Rand g Bangalore
Mycosynthetix, University of lincis at P Riminophenazines antibiotic
Chicago Malate Synthase Inhibitors TB Alliance, Institute of Materia

GlaxoSmithKline , Texas A&M 13 Medica, The Beijing Tuberculosis and

University, TB Alliance Thoracic Tumor Research Institute fs.yu?zle'r‘;::::m?rr: Alliance K
Actinomycete metabolites and University of lllinois 8
errsn& of lllinois at Chicago, 3

ongji University Menaquinone Synthase

Inh‘b[‘tlo o V! , InhA Inhibitors SCAR - Ruthenium (Il)

Colorado State University, TB Novel structural class kit derdasd o
DNA metabolism Alianca ! GlaxoSmithKine, T8 Allance SOMPIeces: '::’a%’:"":s <
Novel structural class » tuberculosis b
AstraZeneca R and D Bangalore Inorganic Compounds

Inhibitors of Mycobacterium LeuRS inhibitors FAPESP/Brazil

Tuberculosis Energy Oxaboroles
Phenotypic hit to lead Metabolism » Anacor Pharmaceuticals
Multiple novel structural classes b Various Classes
Lilly TB Drug Discovery Initiative UPenn and TB Alliance g:::;.:g:‘ﬁﬁzmgs

My y A . .
L4 St Jude Children's Research Hospital,
Novel structural class University of Tennessee Health 13

Novel hit-lead programs Inhibitors of isoprenoid T8 Alliance, GlaxoSmithKline Science Center, Colorado State
Novel structural class 3 biosynthesis o University, University of Zurich.
Lilly T8 Drug Discovery Initative Lilly TB Drug Discovery Initiative Microbiotix
Phenotype Hit-to-Lead Protein Splicing Inhibitors »
Novel structural classes 13 Boston Biomedical Research Institute

AstraZeneca R and D Bangalore

82011 Working Greup on New TB Drugs. All Rights Reserved Site by Darby Communications

About Contact Us

The Working Group is Supported by m@m
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LEAD-OPTIMIZATION

s Pyrazinamige An:
Universiny o s, T8 Asance c )y Niromidazoes ) Prazeamdsncomamds mogs b
Staw Envrane e y
o lBewis 1 Ghicaga Unvoriy o nss
M. tuberculosis Protein Kinase
inhiitors TUY inhibitors
eral an » Caporamycing »
“arious Phni, Pan and PAnG. AsiraZaneca, T8 Miance Dlayiguinosing
Solacinty pron TB Allance, Universey of Auckiand,
Veriox Pramaceuicals. incorparated Thoee
Phenatypic Hit-to-Lead » MTopo
PR GarsSmnKina. T8 Allancs — Hovel siuctienl lass
ungal es iminophenazin azen
Mycomyrthoss. Universiy o Biocia ot b R razies antowotc e e e
Cnesos Malate Synthasa nhibitors B A, instauts of Msiaria »
GlaxoSmaKine  Toxas ASM b Madca Tha Baing Tuosracss and Gy Inhibitors
Grversiy, TB A Tharaci Tumer Raseatch Insthude O »
Aetinomyeete metabolites and Urnveraty of v sraZeneca , T8 Alince
3
Menaquinone Synthase SCAR - Ruthenium (1)
Iahibitore InhA Inhibitors henkum
Colorado Siats Univarsty, T8 b Howl stuchuralcass 2 ity
DNA metabolism Aianca GiaroSminKine, T8 Aance ot o oty souratl| b
vl stuctura class » ibarcutoats
AsiraZeneca R and O Bargalorn orsimc Contpounds
Inhibitors of Mycabacterium LeuRS inhibitors el
Tuberculosis Enargy beicio »
Phenotypi hit o fead Wetabolsm b Anscor Pranmaceuticats
Wligls ove srchual assas b o
Uit T8 Drug Discavery nfistve UPonn and T8 Alanca bt slamsep a0
Hovelsirceuralclass b e i, )
Navel hit-lead programs Intibitors of Isoprencia T8 Allance, GlaxoSmithKling r Colorado Siade
Naval sructura cass b  biosynthesis » Uriarsty. Uniarsty of Zorch
Lily TB Drug Discavery Infaties Lty T8 Drug Dacovery iniatvo Marsbats

Phenotype Hit-to-Lead
Hovol sructeal dasses
Asirazeneca R and O Bangalore

Protein Splicing Inhibitors
Basten Biomedical Rasaareh Insttuie

e heing Grous s Suppeneaty  SIODECYPOIMErsip

The Pipeline — Discovery
No drop outs

4 new hit-to-lead
3 new lead-optimization

2010 2011

21 » 28

compounds compounds



Coming Soon: WGND Clinical Trials Database

newtbdrugs.org/clinical

o0 W = 55rog Res
Critical Path to
%. ONU&(\!‘NTGBGD&QEE TB Drug Regimens

Four main components:
e Registration Clinical Trial Sites
e Other TB Clinical Trial Sites
e New Concepts

e List of TB Drug Trials
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CLINICAL TRIALS » REGISTRATION READY SITES

Filter By Keyword

Filter By Attributes

[ Certified Microbiology Lab
[ Pediatric

[ MDR

[ HIVITB

Filter By Country

[ -- Select - =

Programme National contre la Tuberculose - Laboratoire de Référence des
Mycobactéries
Cotonou, Benin

Gaborone Prevention/Treatment Trials CRS 12701
Gaberone, Bolswana

Molepolole Prevention/Treatment Trials CRS (Molepolole PTT CRS) 12702

Molepolole, Botswana

Hospital Nossa Senhora da Conceicao CRS 12201
Porto Alegre, Brazil

Hospital Universitario Clementino Fraga Filho
Rio de Janeiro. Brazil

Instituto de Pesquisa Clinica Evandro Chagas (IPEC) CRS 12101

Rio de Janeiro, Brazil

Universidade Federal do Espirito Santo/HUCAM

Vitoria, Brazil

Montreal Chest Institute McGill University

Montreal , Canada

Beijing Tuberculosis and Thoracic Tumor Research Institute
Beijing, China

CRS Bejing China
Bejing, China

Beijing Chest Hospital
Bejing. China

@ Working Group on New TB Drugs. Al Rights Reserved. Site by Darby Communications

About | Contact Us

privacy policy

The Working Group is Supported By Slun@hlmmﬂm

New Resource:
CLINICAL TRIALS »
REGISTRATION CLINICAL
TRIAL SITES

Status:

Built

Integrating data
(complete Q4 2011)

Development partners:
Andrew Vernon / CDC,
Barbara Laughon / NIH/NIAID
and CPTR
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CLINICAL TRIALS » REGISTRATION READY SITES
Filtering results:

SRR Programme National contre iz Tuberculose - Laboratoire de Raférance des
fMycobactéries
Banin

Fiiter By Attributes
Miernbiology Lab

Gaborene Prevention/Treatment Trials CRE 12701
gaboone, Bolswans

HMolepolole Preve
Molspolole, Botawans

eatment Trials CRS (Molepolole PTT CRE) 12702

Filter By Keyword

Hospital Nossa Senhora da Concelcac CRS 122
Forte Alegre, Brazi

H

Ric

pital Universitario Clementino Fraga Fitho
nging, Brazi

Filter By Attributes

[] Certified Microbiclogy Lab
[] Pediatric

Universidade Federal do Espirite Santo/HUCAM I:I MDR

] HIVITB

instituto de Pesguisa Clinica Evandro Chagas (IPEC) CRS 12101

Rie: ¢ Janeio, Brazil

Montreat Chest institute MoGl University
Mordraal | i

ing Tubsrculosis and Thoracie Tumor Research institute Fllter E-f Cauntry

, Ching

[ -- select -- -
GRS Bejing China

Being, Chira

Beiiing Chest Hospital
Being, Chine

=

oup s supported By Stog{iPurinershin
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. _ _ _ CLINICAL TRIALS » REGISTRATION READY SITES S
Click a site name to view details:

Shanghai Pulmonary Hospital (Shanghai, China)

Last Updated: 11-Nov-2010

SITE INFORMATION

Address: Site Leader: ‘Community / Advocacy Contact:
No. 507 Zhengmin Read Dr. Heping Xiao Zhang Min
Yangpu District

» email » email
Shanghai, China B e

» view their website

CLIGCAL THALS » RIS

SITE PARTICULARS

Number of patients enrolled in a registration quality trial over the last 24 months: 100

Patients Available

e Certified lab with MGIT & LJ cufture: Yes Pediatrio MBR He
= Yes Yes Yes
- Clinical Trials Experience
=—E i TRIAL NAME NETWORK / CTU / PI # PATIENTS SPONSOR SPONSOR CONTACT NCTE# OTHER REGISTRATION LINKS
— C-001-402 Info goes here 600 Sponsor Name Contact Name NCT00398931 WHO6789
- » email
C-001-403 Info goes here 600 Sponsor Name Contact Name NCT00398931 WHO6789
» email
External Reference Links ADDITIONAL COMMENTS

Lorem ipsum dolor sit amet, consectstur adipiscing elit. In sit amet dolor tristique erat cursus cursus. Aliquam aliqust
feugiat metus a moliis. Donec porta malesuada quam. Sed Nec risus consaquat enim aliquat tincidunt eu sit amet erat.
Fusce pulvinar felis ut dui euismod omare. Etiam congue laoreet vulputate. Praesent adipiscing elementum tincidunt.
Related Links and Publications Donec ultrices lacinia dictum. Suspendisse gravida, lorem id fermentum consectetur, uma mi vehicula tellus, conse-
quat suscipit velit nisi id massa. In faucibus, dolor vel vestibulum lobortis, sem metus tincidunt odio, nec viverra tortor
sapien et eros.

Publication Number One
Another Pub

Downleads
Downlcad Name Link
Ancther Download Name Link

© Working Group an New TB Drugs. All Rights Reserved. Site by Darby Communications

About | ContactUs | Privacy policy The Waorking Group is Supparted By slup®llmmumm
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CLINICAL TRIALS » NEW CONCEPTS g Somiae

4 Return to the New Concepts Overview

Study Name (Study #)

Last Updated: 11-Nov-2010

OVERVIEW

Pi/ Study Chair
Dr. Ramesh Prashanth

Network /| CTU I PI
TBTC

Current Study Status
Enrolling

Target Accrual
1,250

Downloads

» Study Protocol (pdf — 276kb)
» Concept Summary (doc — 1276kb)

PROTOCOL SYNOPSIS

PHASE STUDY TYPE INTERVENTION TYPE POPULATION
Phase | RX Diagnostic Pediatric
TRIAL DESIGN

Lorem ipsum dolor sit amet, consectetur adipiscing elit. In sit amet dolor tristique erat cursus cursus. Aliquam aliquet feugiat metus.
a mollis. Donec porta malesuada quam. Sed nec risus consequat enim aliquet tincidunt eu sit amet erat. Fusce pulvinar felis ut dui
euismod ornare. Etiam congue laoreet vulputate. Praesent adipiscing elementum fincidunt.

RATIONALE

Lorem ipsum dolor sit amet, eonsectetur adipiscing elit. In sit amet dolor tristique erat cursus cursus. Aliquam aliquet feugiat metus
a mollis. Donee porta malesuada quam. Sed nec risus consequat enim aliquet tincidunt eu sit amet erat. Fusce pulvinar felis ut dui
euismed ornare. Etiam congue laoreet vulputate. Praesent adipiseing elementum finidunt. Donee ultrices lacinia dictum
Suspendisse gravida, lorem id fermentum consectetur, uma mi vehicula tellus, consequat suscipit velit nisi id massa. In faucibus,
dolor vel vestibulum lobortis, sem metus fineidunt odio, nee viverra tortor sapien et eros.

COMPARISION GROUPS

+ Lorem ipsum dolor sit amet, consectetur adipiscing elit. In sit amet dolor tristique erat cursus cursus. Aliguam aliquet feugiat
metus a mollis. Donec porta malesuada quam.

* Sed nec risus consequat enim aliquet tincidunt eu sit amet erat. Fusce pulvinar felis ut dui euismod omare. Etiam congue lacreet
vulputate.

+ Praesent adipiscing elementum tincidunt. Donec ulirices lacinia dictum. Suspendisse gravida, lorem id fermentum consectetur,
uma mi vehicula fellus, consequat suscipit velit nisi id massa. In faucibus, dolor vel vestibulum lobortis, sem metus tincidunt odio,
nec viverra fortor sapien et eros.

PRIMARY ENDPOINTS

* Lorem ipsum dolor sit amet, consectetur adipiscing elit. In sit amet dolor tristique erat cursus cursus. Aliquam aliquet feugiat
metus a mollis. Donec porta malesuada quam.

* Sed nec risus consequat enim aliquet tincidunt eu sit amet erat. Fusce pulvinar felis ut dui euismod omare. Etiam congue lacreet
vulputate.

* Praesent adipiscing elementum tincidunt. Donec ultrices lacinia dictum. Suspendisse gravida, lorem id fermentum consectetur,
uma mi vehicula tellus, consequat suscipit velit nisi id massa. In faucibus, dolor vel vestibulum lobortis, sem metus tincidunt odio,
nec viverra fortor sapien et eros.

© Working Group on New TB Drugs. Al Rights Reserved.

About | Contact Us | Privacy policy

by Darby Communications

The Working Group is Supported By Slop{)Parimershin

New Resource:
CLINICAL TRIALS »
NEW CONCEPTS

Status:
Design complete
Under construction (Q1 2012)

Development partners:
Andrew Vernon / CDC &
Barbara Laughon / NIH/NIAID
and CPTR
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CLINICAL TRIALS » TB DRUG TRIALS B nooios ol smeaste
New Resource:

Fitlar By Kiyward TMC207-C202: Study to Evaluate Bactericidal Activity of Multiple Oral doses of TMC207 in subjects with
put mear positive is (NCTD0523926) ))

Status: Completed

e - TB DRUG TRIALS

= A Placebo-controlled, Phase 2 Trial to Evaluate OPC 67683 in Patients With Pulmonary Sputum Culture-
sl MOR positive, idrug-resi T is (TB) (NCT00523926)
|| HIiVITB Status: Completed

 View Details

.
Mone Specified E LastVerified  Acronym Type  Agent!Regimen Sponsors Study Chair St a t u S .
L Lead
. .
Ay ey 04r2/10 TMC207.C202  RX Drug: OPC-57683 (total daily dose of Otsuka Charles D. D
Phamaceutical Wells, M.D.

- ‘OPC-67683 is 200 mg) for 56 days; Drug:
None Specified = Devele nt
ML C— OPC-67683 (total daily dose of OPC-6768315 g romeneriaization
400 mg) 56 days: Drug: Placebo Inc '

- Assembling data
| None Specitied = .
TMC207-C202: Study to Evaluate B.aqer- idal Activity of Multiple Oral doses of TMC207 in subjects with U n d e r CO n St r u Ct I O n ( Ql 2 O 1 2 )

put mear positive (NCT00523926)
Status: Completed

» View Details

TMC207-C202: Study to Evaluate Bactericidal Activity of Multiple Oral doses of TMC207 in subjects with

g v et s CTI0EZR20 Development partners:
o Andrew Vernon / CDC,
WG EE s e e e
Barbara Laughon / NIH/NIAID

and CPTR

© Working Group on New TB Drugs. Al Rights Reserved. Site by Darby Communications

About | Contact Us | Privacy policy The Working Group is Supported By SIun@anmshlu



Additional Site Enhancements

Delivering in Q4 2011 and Q1 2012
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TARGETS

TARGETS FILTER

New Resource:

Filter By Keyword The purpose of the Targets database is to present current TB targets in a public forum and allow users to parse the Ta r ts
list with ease. To view details of a target, click the target name. To narrow down your search, you can enter a key- e

word or click the filter buttons to the left, which will dynamically filter the list of possible targets. If you find this
database useful, please let us know at wgnd@newtbdrugs.org.

Filter By Category

|_J DNA

i Isocitrate Lyase

sk Status:
|| Protein Synthase Inhibitors GSK / TB Alliance Tres Cantos .

Rl oo Tpeum Dolor Currently built
S —— In the process of integrating data
Launch Q4 2011

socitrate Lyase
Rv0467
GSK / TB Alliance Tres Cantos

orem Ipsum Dolor Development partner:
Christopher Locher / Vertex

Dolor Sit Amet

ea commodo consequa
Rv0467

Eros et accumsan

ea commodo consequa
Rv0467

Eros et accumsan

socitrate Lyase
Rv0467
GSK / TB Alliance Tres Cantos

orem Ipsum Dolor
Rv0467
Dolor Sit Amet

ea commodo consequa
Rv0467
Eros et accumsan

© Working Group on New TB Drugs. Al Rights Reserved. Site by Darby Communications
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Click to view target details:
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TARGETS

4 Return to Targets Overview

GSK / TB Alliance Tres Cantos

Last Updated: 11-Nov-2010

TARGET DESCRIPTION
Name
isocitrate lyase

EC number Genbank accession Rv number
41.3.1 CAES5284.1 Rv0467

HAS THE TARGET BEEN VALIDATED? HOW?

Validated by PubMed References
Genetically (in vitro or in vivo) PMIDs or citations

Reagent Description
RECOMBINANT PROTEIN NAME / GENE 1D SOLUBLE? FORMAT

Rv0467-5c013 Yes November 2009

Assay Description (Target or Cell Based)

ASSAY NAME READOUT FORMAT
Iy v Fl November 2009
My Mtb cell phenotypic screen Absorbance Petri dish

Compounds for Screening or Lead Optimization

?2- Edit Target

CONTACT INFO
Jose-Luis Lavandera
ose

avandera@gsk.com
1-124-125-6789

PubMed REFERENCES

Completed

PubMed REFERENCES

Completed

PMIDs or citations

LIBRARY NAME/IDENTIFIER TOTAL # OF COMPOUNDS SCREENED HTS CUT OFF (ie. 40 um) # OF HITS # OF LEADS PubMed REFERENCES
GSK Library 500,000 10000 10 0 PMIDs or citations
Rational design/fragment-based screening 50 40 3 1 PMIDs or citations

HITS OR LEADS COUNTER-SCREEN ASSAY (Target or Cell Based)

Chemical Class Mammalian enzyme

Riminophenazines E. coli or other species

NARRATIVE DESCRIPTION

No tractable hits emerged from enzymatic HTS against Iclt and Icl2. High background of unannotated oxalate

(1cl inhibiter) salts in commercial compounds

@ Working Group an New TB Drugs. Al Rights Reserved.

About | Contact Us | Privacy policy

Site by Darby Communications

The Warking Group Is Supported By S'W@Pﬂﬂl!ﬁlll
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New Resource:
BIOLOGICS

Status:
Design complete

Under construction
Launch (Q1 2012)

Development partner:
Christopher Locher / Vertex



Click to view biologics details:
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Product/Compound Name

Last Updated: 11-Nov-2010

PRODUCT PROFILE

Potential Potential Biomarkers
Will be inexpensive, scaleable, available for pro- Decreased IL-4, decreased TNF-alpha. This text
duction. This text could go on to a second could go on to a second line or more as nesded.

line or more as needed.

Therapeutic Goal Initial Target Population
Clinical improvement / survival, STSC +/- MDR, +/- HIV

CONCERNS AND RECOMMENDATIONS
Toxicity Next Step
NK (cardictaxicity for COX2 inhibitors). Complete GMP production.

Additional Descri

Lorem ipsum dolor sit amet, consectetuer adipiscing elit, sed diam nonummy nibh euismod tincidunt ut lacreet
dolore magna aliquam erat volutpat. Ut wisi enim ad minim veniam, quis nostrud exerci tation ullamcorper

ADMINISTRATION AND HANDLING
DOSE ROUTE SCHEDULES COLD CHAIN

1mg Oral Dosing Multiple 5 daily doses every six weeks. Yes

RELATED LINKS

This is the first link text.

This i another link.

This i yet another related link to this particular product er compound.

Download the
‘WHO Report

CONTACT INFO
Jose-Luis Lavandera

ose-luis.d.lavandera@gsk.com
1-124-125-6789

EVALUATIONS
Preclinical Tax: Not completed
Phase I Safety: not established

ary efficacy: yes

STORAGE

>1 yr at +4°C and 3 months
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MEETINGS

"Essentiality of PZA" Workshop

May 31 - June 1, Bethesda, Maryland

log Pipeline Clinical Research Resources Meetings About Us

MEETING OVERVIEW

Working Dinner with Special Presentations by Jacques Grosset
and Oren Zimhony
Bethesda Marriott | 6711 Democracy Boulevard | Bethesda, Maryland 20817

June 1 am.to4
Essentiality of PZA Workshop
NIH/NIAID | 6610 Rockledge Drive, Room 4008 | Bethesda, Maryland 20817-1811

™ Day1

DINNER

Special Presentation
Jacques Grosset

Video coming soon!

Special Presentation
Oren Zimhony

Video coming soon!

% Day2

SESSION 1

What Mice Tell Us About the Essentiality of PZA
Eric Nuermberger

Al
Glick to play

New aspects of the activity of PZA

John Welch
» f !
Does pyrazinamide have a host-directed mechanism of action?
Nicole Ammerman
» » Dow
SESSION 2
Pyrazinamide treatment prevents the clinical signs of cutaneous
leishmaniasis 4
Susana Mendez
» View Synog wnload Presentat )
What do we know about the intracellular environment
experienced by M. tuberculosis? b
David Russell
, » Download Presental " Click to play

nad y mutants of My
to elucidate PZA action
Catherine Viicheze & William Jacobs

» View ! p Downloa Tl

SESSION 3

SPEAKERS & ATTENDEES

Ammerman, Nicole

Genter for Tuberculosis Research

Dept. of Medicine, Div. of Infectious Diseases
Johns Hopkins School of Medicine

Bao, Jing
Tuberculosis Clinical Research Team
Division of AIDS, NIAID, NIH, DHHS

Baughn, Anthony
Department of Microbiology
University of Minnasota

Bishal, William

Center for Tuberculosis Research

Director, KwaZulu-Natal Research Institute for
Tuberculosis and HIV (K-RITH)

Dept. of Medicine, Div. of Infectious Diseases
Johns Hopkins School of Medicine

Blanchard, John
Albert Einstein College of Medicine

Boshoff, Helena
Tuberculosis Research Section, LCID, NIAID.
NIH, DHHS

Deininger, David
Veriex Pharmaceuticals Incarporated

Farhat, Maha
Department of Pulmonary and Critical Care
Medicine, Massachuselts General Hospital

Grosset, Jacques
Centar for Tuberculosis Research
Dept. of Medicine, Div. of Infectious Diseases
Johns Hopking School of Medicine

Hafner, Richard
Division of AIDS, NIAID, NIH, DHHS

Jacobs, William

Depantment of Microbiology & Immunology
Albert Einstein College of Medicine
Michael F. Price Center

Lacourciere, Karen
Respiratory Disease Branch, NIAID, NIH,
DHHS

Laughon, Barbara
Division of Microblology and Infectious
Diseases, NIAID, NIH

Lenaerts, Anne

Department of Micrebiology, Immunology and
Pathology

Colorado State University

DOWNLOADS

-
*
For more information

regarding the Next Steps
Plan, please contact
er of

New Resource:
MEETING RECAPS

Launched with
PZA Workshop
(DC/ May 31 —June 1)

Features:
presentations

- video presentations
- agenda

speakers / attendees



» Download Pr

New aspects of the activity of PZA
John Weich

» Download Presentation

Does pyrazinamide have a host-directed mechanism of action?
Nicole Ammerman

» Vi Synopsis  » Download Pre n [680kb]

SESSION 2

Pyrazinamide treatment prevents the clinical signs of cutaneous
leishmaniasis
Susana Mendez

» View Synopsis b D

What do we know about the intracellular envirenment
experienced by M. tuberculosis?
David Russell

» View Synopsis b Download Presentation [18,9

nad mutants of My atool
to elucidate PZA action
Catherine Vilcheze & William Jacobs

v Syno entation [1,200kb]
SESSION 3
In search of An for the mode
of action of pyrazinamide
Anthony Baughn

s » Download Pr

Pyrazinamide, sterilizing drug only?
Jacques Grosset

v Synopsis b Download Pr

Efficacy of PZA administered as a single drug in various TB
mouse infection models (GKO, Balb/c and Kramnik)
Anne Lenaerts

» Download Presentation [1

SESSION 4

The Roller Coaster of PZA
Ying Zhang

»

Synopsis  » Download Pre

y of a new
Zhenkun Ma
ynopsis  » Download Presentation 1
NEXT STEPS
Overview of Planned NIH Sp PZA P for Spring 2012
Richard Hafner

Boshoff, Helena
Tuberculosis Research Section, LCID, NIAID,
NIH, DHHS

Deininger, David
Verlex Pharmaceuticals Incarporated

Farhat, Maha
Department of Pulmonary and Critical Care
Medicine, Massachusetts General Hospital

Grosset, Jacques

Center for Tuberculosis Research

Dept. of Medicine, Div. of Infectious Diseases
Johns Hopking School of Medicine

Hafner, Richard
Division of AIDS, NIAID. NIH, DHHS

Jacobs, William

Depanment of Microbiology & Immunclogy
Albert Einstein College of Medicine
Michael F. Price Center

Lacourciere, Karen
Respiratory Disease Branch, NIAID, NIH,

Laughon, Barbara
Division of Microbiology and Infectious
Diseases, NIAID, NIH

Lenaerts, Anne

Department of Microbioiogy, Immunology and
Pathology

Colorado State University

Locher, Christopher
Vertex Pharmaceuticals Incorporated

Ma, Zhenkun
T8 Alliance

Makhene, Mamodikoe
Division of Microbiology and Infectious
Diseasas, NIAID, NIH, DHHS

Mendez, Susana
Baker Institute for Animal Health
Comell University

Nuermberger, Eric
Dept. of Medicine, Div. of Infectious Diseases
Johns Hopkins School of Medicine

Russell, David

Microbiology and Immunology
College of Veterinary Medicine
Comnell University

Scott, Cherise
Working Group on New T8 Drugs

Sizemore, Christine
Respiratory Disease Branch, NIAID, NIH
DHHS

Spigelman, Mel
TB Alliance

Vilcheze, Catherine
Departmant of Microbiology & Immunology
Albert Einstein College of Medicine

Welch, John

Chemisiry

College of Arts and Sciences
University of Albany

Zhang, Ying

Molecular Micrabiology and Immunology
Johns Hopkins Bloomberg School of Public
Health

Zimhony, Oren

Division of Infectious Diseases
Kaplan Medical Center Rehovot
Hebrew University and Hadassah
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MEETING RECAPS

COMPREHENSIVE!
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Enhanced Resource:
TB RESOURCE CATALOG

Status:
Fully operational
Integrating Data (Q4 2011)

Development partner:
Gerhard Walzl / Stellenboch
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RESOURCES » GRANTS FINDER

In keeping with our missions to help speed the development of new drugs for the treatment
of tuberculosis, we have created this tool to help peoEIe locate grants that might be
appropriate for their wor

Structural G ics Centers for Infe Di (NIAID-DMID-NIHAI2011124)
(9% ‘Grantor: National Institutes of Health (NIH) (Deadline: 11/07/2011)

The National Institute of Allergy and Infectious Diseases (NIAID), National Institutes of Health (NIH), of the
y Department of Health and Human Services (DHHS) supports research related to the basic understanding of
Please click on the subject areas below to microbiology and immunology leading to the development of vaccines, therapeutics, and medn:a\ magnnsucs
filter the available grants. for the prevention, treatment, and diagnosis of infectious and immune-mediated diseases. The
E\wsmn of Microbiology and Infectious Diseases, has a requirement for a Structural Gennm\cs Researcn

i

Filter by Category
Funding Purpose

(] Advocacy Round 8 of Grand Challenges Explorations
— Grantor: Bill & Melinda Gates Foundation (Deadline: 11/17/2011)

(] Event

(] Implementation Grand Challenges Explorations fosters innovation in global health research. The Bill & Melinda Gates

— Foundation has committed $100 million to encourage scientists worldwide to expand the pipeline of ideas to
] Individual Awards fight our greatest heaith challenges.

(] Research

Round 11 Funding Cycle
Type of Funder ‘Grantor: Global Fund to Fight AIDS, Tuberculosis and Malaria (Deadline: 12/15/2011)

(] Foundation The Global Fund provides grants in support of technically sound and cost-effective interventions for the
M Gow t prevention of infection and the treatment, care and support of persons infected and directly affected by
=) oeminae HIV/AIDS, tuberculosis and malaria

(] Non-ProfitNGO
Open Letters of Inquiry for Tuberculosis

Filter by Amount Grantor: Bill & Melinda Gates Foundation (Deadline: ongoing)

(71810,000 - $50,000 s .

1 $51.000 - $100,000 We support the mission and goals of the World Health Organization's Stop T8 Parinership. The goal of this
{04 574 ! plan is to treat 50 million peaple with TB and prevent 14 million deaths in the next decade. We're working to
[1§101,000 - $250,000 ‘ensure that better drugs, diagnostics, and vaccines are developed and made accessible to those who need
[]$251,000 - $500,000 them the most.

[£]$501,000 - $1,000,000

711,000,000+ Host-Targeted Interventions as Therapeutics for Infectious Diseases (R21/R33)

‘Grantor: National Institutes of Health (NIH) (Deadline: 11/30/2011)
Restric!

to a Single Geographic Area
Development of new, safe and effective therapeutics for infectious diseases is a high priority. This initiative

] Africa seeks 1o stimulate innovation in the discovery and development of therapeutics thal target host-encaded

("] Europe functions required for mlecllon spread and/or hy one or more NIAID Category A, B,
UK or C priority pathogens hitp:/www.niaid.nih.gov/topics/BicdefenseRelated/Biodefense/research/Pages

/:‘ USA /CatA aspx), and potentiaily, admtmnaL non-listed pathogens.

The MRC/DfID African Research Leader scheme
‘Grantor: Medical Research Council (MRC) and UK's for p (DfiD)
(Deadline: 11/03/2011)

Following a pilot call last year, the Medical Research Council has now launched "a second call to support

Afncan iesearch Leaders. This is a prestigious award, jointly funded by the MRC and the UK's Department
of NoN-Cli 'and clinical rasear:nels af exceptional ability. The aim of
Ihe scheme is rch T0ss Africa, by attracting and refaining

researchers of mgn ability. Tne caH has been re- I'otuseﬂ lms year on nsmg star’ African Research Leaders.”
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Enhanced Resource:
TB GRANTS FINDER

Status:
Fully operational

Looking for partners to help
populate with fresh data

Will be adding a form to submit
grants data
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