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Nuevas Vacunas contra TB
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CLUSTER TUBERCULOSIS VACCINE
QLK2-1999-01093 (2000-2004) 
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VACUNAS 
SUBUNIDADES:

¡ ALTA PRIORIDAD!

TB VACTB VAC

VACUNA SUBUNIDAD 
Antigeno 85B y ESAT-6 
Peter Andersen 
Staten Serum Institut

Nature Structural Biology
Rooning et al (2000)

Protective Effect of a Tuberculosis Subunit Vaccine Based
on a Fusion of Antigen. Olsen et al. Infect. Immun.2004
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Boosting Vaccine for Boosting Vaccine for TuberculosisTuberculosis
Bellisle and Orme 2001 Infection and Immunity,
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CLINICAL TESTING TB VACCINE

(UCLA/INH/ AERAS)Phase I trial Recombinant BCG: Over 
expression of Ag85B

rBCG30

LIVE 
VACCINES

OXFORD UNIVERSITY 
(EU TBVAC) 

Phase I trial 
BCG Boosting strategy

Recombinant  modified 
vaccinia virus Ankara 
Ag85A

MVA-85A
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SSI  (EUTBVAC)Phase I trial
BCG Boosting strategy
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antigens 

85B-ESAT6
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Curr Opin Pulm Med (2006) Martin C
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M. tuberculosis

M. tuberculosis phoP -

Attenuation in vitro
Macrophages
multiplication

Mol Micro Pérez et al 2001 
Attenuation
in vivo

M. tuberculosis
M. tuberculosis phoP -

phoP phoR

Km r phoR

cfus in lung, 
liver & spleen

InactivationInactivation phoP: : 
Essential role of phoP in the virulence of M. tuberculosis

- Full attenuated compared with MT103 wild type survival Balbc mice
CEI Aguilar et al 2007 

- More attenuated than BCG survival in SCID mice infected
Vaccine Martín et al 2006
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Two vaccine strategies better than BCG :  I.- BCG prime /boost MVA 
Ag85A / Ag85     II.- Single dose vaccine phoP Vaccine 2006 Martin et al

FP5FP5

24 Vaccine Candidates tested (EU FP5)24 Vaccine Candidates tested (EU FP5) GP protection GP protection 

against aerosol of against aerosol of M. tuberculosis H37RvM. tuberculosis H37Rv
Tuberculosis 2005 Tuberculosis 2005 WilliansWillians et alet al



Prolonged  survival of vaccinated guinea pigs following aerosol infection with M. tuberculosis

Reduced cfus in Lungs and spleens

VaccineVaccine protectionprotection in Guinea in Guinea PigsPigs ::

Histology  Consolidation in lung



Albert Institute C. 
Medicine NY (INH)

Rational attenuated M. tuberculosis H37Rv by 
lysA and panCD deletion

M. tuberculosis
Auxotrophic mutant

Zaragoza University
(EU-TB VAC)

Rational attenuated M. tuberculosis clinical 
isolated by phoP regulated virulence gene 

inactivated

M. tubercuolosis
phoP mutant

Max Planck Institute 
Berlin (EU-TBVAC)

Recombinant BCG 
with BCG urease gen deleted and Listeriolysin

of Listeria monocytogenes introduced 

rBCG-Δure-hly

Institute Pasteur  Paris 
(EU-TBVAC) 

Recombinant BCG 
RD-1 of M. tubercuolosis introduced 

rBCG::RD1

Research GroupDEFINITIONLIVE TB VACCINES

PRE-CLINICAL TESTING 

Curr Opin Pulm Med (2006) Martin C. 



VACUNA FRENTE A VACUNA FRENTE A 
TUBERCULOSIOSTUBERCULOSIOS

¿Mejorar inmunidad de BCG?¿Mejorar inmunidad de BCG?

¿REEMPLAZAR A BCG?¿REEMPLAZAR A BCG?
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8. La Universidad velará para que sus invenciones y contratos de investigación se utilicen 
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