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Co-administration of anti-TB drugs and
antiretrovirals
• Access to antiretroviral therapy in Brazil expanded rapidly. 

• Rifampicin based TB regimens and ARV are associated with 
considerable morbidity, even mortality, particularly with drug-induced 
hepatitis and others adverse reactions

• These events may incur substantial additional costs because of added 
outpatient visits, tests, and in more serious instances hospitalizations

• Alternative TB agents are more toxic and less effective, and for that 
reason have a longer duration to achieve the cure



Pharmacokinetics interactions

(1) the adequacy of drug absorption among patients with advanced 
HIV disease and 

(2) drug-drug interactions

induction of cytochrome P-450 enzymes and P-glycoprotein by rifampin 
results in reduced concentrations of nonnucleoside reverse 
transcriptase inhibitors and, particularly, protease inhibitors





Interaction between PI, NNRTI and rifampicin

Breen et al tórax 2006



HIV+ and negative TB patients were compared
HIV positive patients were more proud to
have disseminated TB, Weight loss >10% and
35% had adverse reactions to anti-TB drugs

Schmaltz et al JAIDS 2009



Yee, Valiquette, Pelletier, et al.: Side Effects of TB Therapy
Am Journ Resp Crit Care 2003



First line antiretrovirals for TB-HIV in Brazil

• Efavirenz with a backbone in FDC became the most used ARV 
wordwide due to the good tolerance and low pill burden

• Patients with CD4 counts <100 cells/mm3 or other severe disease
criteria should be treated with Raltegravir based regimens due to the
increasing incidence of primary resistance to efavirenz in Brazil



Grinsztejn et al LANCET 2014

Virologic data along the trial



HIV infected
Naive patients X ARV experienced

• Tolerance to ARV is better when PIs are not prescribed. To use FDC for 
TB and kaletra dose can be doubled (800 mg 200mg) or adding 300 
mg ritonavir

• No other PI with a good genetic barrier can be used with FDC for TB. 
Rifabutin is an alternative for those who can “understand” the
prescription and be adherent





Early X late ARV initiation and adverse 
reactions
• Early TARV is associated with more adverse reactions (AR) but save

lifes in patients with very low CD4 counts (priority for <50 cells/mm3)

• IRIS, another AR due to immune reconstitution, is more proud to
occur in patients with low CD4 counts and early ARV therapy



Conclusions

• Toxicity associated with TB and HIV treatments is more frequent than 
expected

• The use of TB-HIV drugs concomitantly is associated with more 
toxicity and patients should be monitored carefully

• Regimens associated with less toxicity are urgent to avoid morbidity 
and hospitalizations

• A less toxic regimen could potentially increase the chance to cure of 
tuberculosis


