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Abstract:

Tuberculosis (TB) is still one of the largest killers in low-middle income countries. The World Health Organization estimates
that there are more cases in men. This is thought to be due to a combination of care-seeking, biological and behavioral
factors, such as increased smoking, alcohol consumption, drug use and HIV infection. The objective of this analysis was to
evaluate gender-related risk to TB mortality. We invited all patients above 15 years old who started treatment for tuberculosis
from 32 community health centers in Callao, Peru to participate in the Prevent TB cohort study
(http://www.isrctn.com/ISRCTN17820976). They were followed-up for 18 months post recruitment during household visits. If
a participant died during this time, a verbal autopsy was performed with family members .Date of death was confirmed from
multiple sources including TB treatment records or death certificates. For participants who were alive, survival analysis was
censored on the day of the follow-up interview or the last day someone saw the participant. 2283 participants were recruited
between 07/2016 and 11/2018 with 2028 (89%) having follow-up data available for survival analysis. Males were 1.7-times
more likely than females to have TB. There were 132 deaths over 1,765,504 person-years, with males 2.6-times more likely to
die compared with females in this follow-up period. Therefore, time-to-event analysis with the Cox Proportional Hazard Model
demonstrated that males had approximately 1.5-times higher hazard of death compared to females (HR:1.53, 95%Cl:1.04-
2.24,p<0.005). In models adjusted for age, comorbidity, rifampicin resistance treatment, diagnostic delay and disease severity
(HR:1.81, 95%Cl1:1.08-3.02,p<0.005). These findings suggest that males have an increased risk of death during TB treatment
independent of comorbidities, and behavioral factors that are associated with increased death. These sex differences require
more research and could be explained by anything from PK/PD, adherence and immunological differences between sex.
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