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Xarxes internacionals d’assajos clínics: Centers for 
Disease Control and Prevention (CDC), Serum Staten 
Institut (SSI) i Unitat d’Invest. en TB de BCN (UITB).  



• Important	
  under-­‐repor.ng.	
  
From	
  1971	
  to	
  1981:	
  average	
  of	
  149	
  
no4fied	
  cases	
  per	
  year…	
  
	
  
• Possibili.es	
  of	
  preven.on	
  and	
  
control	
  
	
  

	
  

• Posibilidades	
  de	
  prevención	
  y	
  
control	
  

Why	
  a	
  TB	
  Program?	
  

THE TB PROGRAMME IN 1986 
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AIDS and TB according to HIV, Barcelona (1988-1990) 

Investigators from: H Clínic, St Pau, Mar, Vall Hebrón, Disp.Tòrax, Dep. Justícia 
and ASPB.         => 3  fellowships (physician, nurse,  secretary) 

 
  Epidemiological study about AIDS and TB in Barcelona, 

1988-1990. (FIS 88/2128). 
 



TB	
  incidence	
  un.l	
  1994:	
  
	
  
Coinfected	
  people	
  under	
  LTBIT:	
  3.44/100	
  py.	
  
	
  
Coinfected	
  people	
  without	
  LTBIT:	
  5.43/100	
  py.	
  
	
  
Influence	
  of	
  HIV	
  in	
  the	
  incidence	
  of	
  TB	
  in	
  	
  
a	
  cohort	
  of	
  IVDU:	
  effec4veness	
  of	
  an4-­‐TB	
  	
  
chemoprophylaxis.	
  	
  IJTLD	
  1998.	
  

IVDU	
  

381	
  

HIV(+)	
  

206	
  (54,0%)	
  

HIV	
  (-­‐)	
  

175	
  (45,9%)	
  

16	
  TB	
   2	
  TB	
   P=0,005	
  
OR=7,2(2,0-­‐26,2)	
  

Can	
  Puig,	
  1988-­‐1992.	
  
COMUNIDAD	
  	
  
TERAPEÚTICA	
  PARA	
  	
  
ADVP	
  



Unidad	
  Temá.ca	
  del	
  FIS	
  (1995,	
  material	
  informá.co	
  a	
  9	
  centros	
  y	
  a	
  diversos	
  servicios):	
  
Tuberculosis/AIDS/Immigra.on/Economic	
  recession	
  

Epidemiologists	
  

Microbiologists	
  Clinicians	
  

       web: UITB.CAT     
twitter: @TB_UITB        

	
  
2016:	
  	
  
	
  
World	
  TB	
  Day:	
  March	
  15	
  2018	
  
XXII	
  TB	
  Interna.onal	
  Congress.	
  Nov	
  2018	
  



2RZ should only be considered when other regimens are unsuitable and 
intensive monitoring of liver function is feasible. 

2RZ should be considered an option to prevent TB in selected groups of 
patients infected with HIV, such as injection drug users on methadone 
treatment. J Infect Prevent 2010. 



TBTC/CDC	
  Sites	
  and	
  Partner	
  Ins4tu4ons	
  2003-­‐2017	
  	
  

20	
  sites	
  (10	
  from	
  the	
  USA,	
  10	
  interna4onal	
  sites)	
  

3.630.630 € : 4 contratos, etc 





	
  Study	
  28	
  	
  

Am	
  J	
  Respir	
  Crit	
  Care	
  Med	
  2009;	
  180:	
  273–280,	
  	
  



Ensayos clínicos en TITL. 
Estudio 26 y 33 de los TBTC-CDC 



Study	
  26:	
  Evalua4on	
  of	
  a	
  Rifapen4ne	
  	
  (RFP)	
  regimen	
  for	
   	
  the	
  
treatment	
  of	
  latent	
  TB	
  infec4on	
  	
  

-­‐ 	
  Standard	
  regimen:	
  	
  Isoniazid	
  (H):	
  once	
  a	
  day	
  (9	
  months).	
  
-­‐ 	
  Experimental	
  regimen:	
  H	
  +	
  RFP:	
  once	
  a	
  week	
  (3	
  months	
  under	
  DOT)	
  

	
  Study	
  26	
  	
  	
  	
  

N Engl J Med. 2011: Three months of rifapentine and isoniazid for LTBI. 
 

DOT 



TBTC/UITB. estudio 26 

follow up 
con 

visita telefónica 

cada 3 meses cada 6 meses 

mes 33 

RPT + INH 
1 vez/sem 
3 meses 

(12 dosis) 
TDO 

INH 
1 vez/día 
9 meses 

(270 dosis) 
auto-administrado 

visita mensual 
presencial 

3 / 9 meses 

aleatorización 

inclusión 



o  Enrolled (ITT) 

o  Eligible (MITT) 
n  9H     

n  3HP    

o  Per protocol (PP) 
n  9H 

n  3HP 

Analysis Populations 

 8,053 

 7,731 
3,745 

3,986 

 5,858 
2,585 

3,273 



 
o    

o  The effectiveness of 3HP was not inferior to 9H: 3HP was at least as effective as 9H, and 
 the 3HP TB rate was approximately half that of 9H 

o  The 3HP completion rate was significantly higher than 9H (82% vs. 69%) 

o  3HP was safe relative to 9H: Lower rates of: Any adverse event andHepatotoxicity 
attributable to study drug 



Availability of rifapentine: FDC! 
Monitoring for adverse events  
Ability of TB programs to implement DOT 
Study 33: Adherence of this treatment in DOT vs Self -administered (SAT) vs SAT+SMS reminders. 

 



Study	
  26:	
  N Engl J Med. 2011: Three months of 
rifapentine and isoniazid for LTBI. 
 

	
  

	
  Study	
  33	
  	
  	
  

Study	
  33:	
  An	
  evalua.on	
  of	
  adherence	
  to	
  LTBI	
  treatment	
  
with	
  12	
  	
  doses	
  of	
  once	
  weekly	
  RFP	
  plus	
  H	
  	
  given	
  as:	
  
self-­‐administered	
  vs	
  DOT	
  vs	
  SMS	
  reminders.	
  

DOT 



Treatment of Latent TB Infection. 
 

Tuberculosis Trials Consortium and Partners. 
Atlanta, January 2011 

Joan A. Caylà 
Site 31.  
TB investigation Unit of Barcelona.  
http://www.aspb.es/uitb 

Compliance with a 3 months RPT/H weekly 
regimen for LTBI treatment under self 

administration with SMS reminders vs DOT. 



Tratamiento completado (MEMS). All & 
by sites 

Discontinuación por AEs:  
3,6% DOT, 5,3%SAT, 4,3% eSAT 





TESEC STUDIES: CLINICAL TRIALS WITH C-Tb  
(Serum Staten Institut) 

	
  
TESEC-­‐02	
  
TESEC-­‐03	
  

	
  
TESEC-­‐01	
  

	
  
TESEC-­‐04	
  

	
  
TESEC-­‐05	
  

	
  
TESEC-­‐06	
  

	
  
TESEC-­‐07	
  

20 



Agència de Salut Pública 
H. del Mar 
H. de Sant Pau 
H. de la Vall d’Hebron 
H. Mutua de Terrassa 
H. Clínic 
C. Drassanes 
Unidades TB Galicia 
H. de Cruces, Bilbao 
 
 



 
n  To demonstrate an increasing trend in C-Tb test positivity 

across four pre-specified risk level sub-groups 
n  To demonstrate superior specificity of C-Tb as compared to 

PPD 
n  To compare the diagnostic outcome of C-Tb, QFT and PPD 

TESEC-06 Objectives 

Exposure gradient 

100 TB         300 Close    300 Occasional   250 Controls 

%
 C

-T
b 

po
si

tiv
e 



Basic idea of C-Tb 

IGRA 
•  High specificity 

PPD TST 
 

•  Well known 
technology 

•  Easy to use (no lab) 
•  No blood draw 
•  Low cost per test 
 

C-Tb (rdESAT-6 and rCFP10) 
 

•  Well known technology 
•  Easy to use  
•  No blood draw 
•  Low cost per test 
•  High specificity	
  

	
  



Concomitant administration of C-Tb and Tuberculin PPD 
RT23 SSI : 

n  0.1 mL of the investigational diagnostic agent (C-Tb) 
is administered to the right or left forearm 

n  0.1 mL of Tuberculin PPD RT23 SSI is administered 
to the opposite forearm 

Administration of C-Tb alone  
(50 participants) 

Administration of C-Tb and PPD 





Conclusions xarxes internacionals 
assajos clinics de TB: 

o  Permeten portar a terme assajos de qualitat 
amb recursos i durant anys 

o  Bona coordinació i col.laboració amb els 
professionals sanitaris locals: ajut pel 
Programa TB de BCN 

o  Quan estarà disponible 3HP en dosis fitxes 
medicamentoses? 

o  Quan el C-Tb? 



Gràcies !!! 

Coautors article NEJM 2011 


