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Brazil postponed the adoption of 4-drug TB treatment in the basic scheme until 
2010, when it was found that primary resistance to H increased from 4.4 to 6.0% 
and resistance associated to HR from 1.1 to 1.4%. The 4-drug use in the scheme 
was never reviewed to observe safety in Brazil. Objective: Determine the impact of 
therapy change from 3 to 4 drugs in healing and frequency of adverse drug 
reactions (ADR) in patients with tuberculosis. A retrospective cohort study was 
conducted from IBIT, reference center for TB treatment, 730 randomly selected 
medical records from tuberculosis patients between March 2007 and December 
2014 were reviewed and analyzed: 365 with RHZ treatment and 365 with RHEZ. 
Results: In the RHZ treatment group 55 (15.1%) patients presented ADRs as 
compared with 86 (23.6%) in the RHEZ group (p = 0.004) and 94 (25.8%) ADRs 
episodes versus 157 (43.0%) episodes (p = 0.001), respectively. The most 
frequently ADRs with RHZ were vomit 14 (3.8%), pruritus 12 (3.3%) and nausea 7 
(1.9%); and with RHEZ were pruritus 28 (7.7%), nauseas 21 (5.8%) and joint pain 
11 (3.0%). There were no differences in ADRs frequency up to the age of 40 
years, but ADRs were 4 times more frequent from 41 to 50 years and 9 times 
more frequent in patients between 51 to 60 years in those using RHEZ. The most 
common disorder was the gastrointestinal disorder, in both groups, occurring in 
6.0% of patients with RHZ and 9.9% with RHEZ. Cure rate (above 85%), death 
and failure were similar in both cohorts. Conclusion: the addition of E in the basic 
scheme for treatment of TB increased the frequency of ADRs but it was quite safe 
up to 40 years as expected but should be used with caution in patients older than 
40 years. 
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