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TRACTAMENT
El problema de les interaccions:           

-Quins antituberculosos
-Quins ARV

IRIS
Quan iniciar el Tractament

DIAGNÒSTIC

CASUÍSTICA



www.cdc.gov/mmwr

El tractament de la Tbc
sensible és tant efectiu 
en pacients VIH com en 
la població no VIH (*)

(*)Blumberg HM Am J Respir Crit Care Med 2003; 167:603.



Quins antituberculosos elegir?
Quins antiretrovirals elegir?

Paper fonamental en la curació de la Tbc

Principal responsable de les interaccions
Rifampicina



Citocrom P450
CYP3A4 

ATS/CDC/IDSA. Am J Respir Care 2003;167
Dworkin J Acquir Immune Defic Syndr. 2005;39(4):464.
Burger .Antimicrob Agents Chemother. 2006;50(10):3336
Mallolas J HIV Med 2007 Mar;8(2):131-4.

IP

Rifampicina  +++                      
Rifabutina     -



Efavirenz o Nevirapina ?

Règims basats en Rifampicina

Boulle, A. et al. JAMA 2008;300:530-539



CONCLUSIONS: 
Antiretroviral therapy regimens containing efavirenz (600 mg 
per day) were less compromised by concomitant use of 
rifampicin than were those that contained nevirapine (400 mg 
per day) in patients with concurrent HIV-1 infection and TB. 
Low drug exposure and body weight are important predictive 
factors for treatment failure.

Manosuthi W Clin Infect Dis. 2009 Jun 15;48(12):1752-9

Efavirenz o Nevirapina ?

Règims basats en Rifampicina

A randomized trial comparing plasma drug concentrations and efficacies 
between 2 nonnucleoside reverse-transcriptase inhibitor-based regimens in HIV-
infected patients receiving rifampicin: the N2R Study.



L. Borand IAS 2011 (Camelia CT)

Start with the standard dose of 
600 mg/day. Increase the dose 
to 800 mg/day after two weeks 
in patients weighing >60 kg, if 
the initial dose was well 
tolerated

Règims basats en Rifampicina

Percentage of EFV plasma concentrations according 
to EFV therapeutic range

Quina dosi d’Efavirenz ?



AN no interactuen amb la RP
Raltegravir no s’hauria d’utilitzar amb RP (red. 50%)

RP redueix els nivells plasmàtics de Maraviroc un 78%

1 Wenning LA, Antimicrob Agents Chemother. 2009;53(7):2852.

Règims basats en Rifampicina



Estudis més limitats
Sembla tant efectiva com la 
rifampIcina

Poca interacció amb drogues 
metabolitzades a través del 
CYP3A4  

Règims basats en Rifabutina

Rifabutina:
-dosi estandar 300mg/d
-reduïr si es dona amb IP-r

http://www.cdc.gov/tb/publications/guidelines/TB_HIV_Drugs/default.htm 



Beneficis

Es pot administrar amb IP/r
Es pot donar 150mg 3xset:
- Amb DRV/r
- Amb ATZ/r
- Amb LPV/r 
(NP baixos de RFB?) (*) 

Inconvenients

Cost
No coformulada
Menys experiència
Tox: Afect medular, artràlgies,    
uveitis
No dades d’us concomitant 
amb : DRV, RAL ni MRV

Règims basats en Rifabutina

(*) Boulanger C: Clin Infect Dis. 2009;49(9):1305.



El moment d’iniciar els ARV, quan les dues 
infeccions es diagnostiquen , no està del tot 

establert

Eficàcia Toxicitats comuns
S. R. I. (IRIS)

Increment de pastilles
(compromet l’adherencia)



Paradoxical worsening of a preexisting infectious process following ART-
associated immune recovery and functional restoration of CD4+ T cells

Inflammatory reaction : 
- Self-limited
- Significant morbidity and mortality
- Wide spectrum of clinical manifestations

The risk of IRIS appears to depend on the baseline CD4 cell and it’s highest
among those with CD4 counts <50 cells/mm3 or CD4+ cell counts < 100 
cells/mm3

IRIS can usually be treated with nonsteroidal antiinflammatory agents, and more 
significant manifestations can be treated with prednisone or methylprednisolone  
1 mg/kg/day for 1-2 months, followed by dose tapering.

French MA Clin Infect Dis. 2009;48(1):101 ;  DeSimone JA, Ann Intern Med. 2000;133(6):447.
Kaplan 2009;  Blumberg 2003;  DHHS 2011



El moment d’iniciar els ARV, quan les dues 
infeccions es diagnostiquen , no està del tot 

establert

Eficàcia Toxicitats comuns
S. R. I. (IRIS)

Increment de pastilles
(compromet l’adherencia)



• SAPiT
• STRIDE Study (ACTG 5221)
• CAMELIA
• World Health Organization 2010 guidelines



SAPiT: Early vs Late ART Initiation During Integrated TB/ART Therapy 

Abdool Karim NEJM 2010



STRIDE Study (ACTG 5221): Immediate vs Early ART 
Initiation in TB Patients

Havlir D, et al. CROI 2011. Abstract 38.

Immediate ART*
Begun within 2 wks after TB therapy† initiation

(n = 405)

Early ART*
Begun 8-12 wks after TB therapy† initiation

(n = 401)

HIV-infected patients, 
confirmed/suspected TB, 

CD4+ count 
< 250 cells/mm3

(N = 806)

Stratified by CD4+ cell count 
< or ≥ 50 cells/mm3

Wk 48

*ART comprised EFV, FTC, and TDF. †TB therapy comprised standard rifampicin-based regimen.

Outcome, % Immediate
(n = 405)

Early
(n = 401)

95% CI for 
Difference

P Value 

Deaths or new AIDS-defining events by Wk 48

Overall population 12.9 16.1 -1.8 to 8.1 .45 

CD4+ cell count < 50 cells/mm3 15.5 26.6 1.5 to 20.5 .02 

CD4+ cell count ≥ 50 cells/mm3 11.5 10.3 -6.7 to 4.3 .67 

TB IRIS 11 5 .002



Overall, earlier ART did not reduce the 
rate of new AIDS-defining illness and 
death, as compared with later ART. 

In persons with CD4+ T-cell counts of 
less than 50 per cubic millimeter, earlier 
ART was associated with a lower rate of 
new AIDS-defining illnesses and death. 

Tuberculosis-associated immune 
reconstitution inflammatory syndrome 
was more common with earlier ART 
than with later ART (11% vs. 5%, P = 
0.002).

STRIDE Study (ACTG 5221) 



Earlier versus Later Start of Antiretroviral Therapy  in HIV-Infected Adults 
with Tuberculosis
CAMELIA (ANRS 1295–CIPRA KH001) Study Team

The CAMELIA study enrolled 
patients with <200 CD4 cells/uL 
to start ARVs within 2 weeks or 
8 weeks of initiating TB 
treatment. This study 
population had a median CD4 
cell count of 25 cells/uL and 
showed that there was a 
significantly greater risk of 
death amongst those who 
waited until 8 weeks to start 
ARVs 

François-Xavier Blanc ,N Engl J Med 2011;365:1471-81.



Background: Timing of ART Initiation in Patients Initiating TB 
Treatment

• SAPiT: higher incidence of death in patients deferring ART 
therapy to end of TB treatment (sequential) vs initiation during 
TB therapy (integrated).[1]

• STRIDE Study (ACTG 5221) reduce the risk of AIDS or death in 
patients with a CD4 count <50 cells/mm3. IRIS increases

• CAMELIA: significant reduction in mortality with ART initiation 
at Wk 2 vs Wk 8 of TB therapy in pts with CD4+ counts ≤ 200 
cells/mm3.   IRIS increases      [2]

• World Health Organization 2010 guidelines recommend[3] 

– Initiate ART in all HIV-infected patients with TB, regardless of 
CD4+ count 

– Initiate TB therapy before ART, with ART added as soon as 
possible, within 8 wks 2 new analyses suggest all pts with 
CD4+ counts 
< 50 cells/mm3  should begin ART within 2-4 wks of TB therapy 
initiation

1. Abdool Karim SS, et al. N Engl J Med. 2010;362:697-706. 2. Blanc FX, et al. IAC 2010. Abstract 
THLBB106. 3. WHO antiretroviral guidelines 2010. 



A wide range of acid-fast smear positivity
has been reported (31 to 81 percent) 

Steingart KR, Lancet Infect Dis. 2006;6(10):664
Hassim Clin Infect Dis. 2010;50(7):1053.
Reid MJ, Shah NS
Lancet Infect Dis. 2009;9(3):173

The yield on sputum culture is substantially
higher (85 to 100 percent), 

Diagnòstic  de la tuberculosi pulmonar en pacients VIH



NEJM 363;11 september 9, 2010

Among culture-positive patients, a 
single, direct MTB/RIF test identified: 
- 551 of 561patients with smear-

positive tuberculosis (98.2%)
- 124 of 171 with smear-negative

tuberculosis (72.5%).

The test was specific in 604 of 609 
patients without tuberculosis
(99.2%).

As compared with phenotypic drug-susceptibility testing, MTB/RIF testing 
correctly identified 200 of 205 patients (97.6%) with rifampin-resistant 
bacteria and 504 of 514 (98.1%) with rifampin-sensitive bacteria. 

1730 patients with suspected drug-
sensitive or multidrug-resistant 
pulmonary tuberculosis. 
From Peru, Azerbaijan, South Africa, 
and India



IF gamma

TUPE107 



Pacients amb infecció VIH i tuberculosi

Rosa Palma, Laia Utrillo, Teresa Puig



Pacients amb infecció VIH i tuberculosi



Pacients amb infecció VIH i tuberculosi



Pacients amb infecció VIH i tuberculosi
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Localització de la tuberculosi

Pacients amb infecció VIH i tuberculosi



ZN esput negatiu: 54,1% (41,72 – 65,99)
ZN esput positiu: 45,9% (34,01 – 58,28)

Cultiu esput negatiu: 37,3% (26,08 – 50,05)
Cultiu esput positiu: 62,7% (49,95 – 73,92)

Pacients amb infecció VIH i tuberculosi



Pacients amb infecció VIH i tuberculosi



Pacients amb infecció VIH i tuberculosi



CONCLUSIONS

1- En pautes amb Rifampicina, donar Efavirenz a les 
dosis habituals
2- Quan s’hagin de administrar IP-r, elegir la Rifabutina
3- Evitar donar els ARV més nous amb Rifampicina
4- Començar el TARV dels pacients naïves que presenten 
tuberculosi dins de les 2 primeres setmanes si estan 
molt immunodeprimits
5- El SRI el tractarem amb antinflamatoris o esteroidals, 
sense parar els ARV
6- La determinació d’IF-gamma, no funciona be pel 
diagnòstic de Tbc en pacients molt immunodeprimits
7- Expectatives de noves tècniques moleculars que 
permetran un diagnòstic precoç i detecció de R a 
Rifampicina amb rapidesa i altes S i E 




