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achieved significant benefit in the treatment of infectious diseases. We reasoned that this therapeutic failure could be explained by chronic antigenicity from previous infections that
downregulates the capacity of the host to develop effective anti-tumor immune responses. To evaluate this hypothesis in the context of tuberculosis, we conducted a systematic review of the

literature and identified two vaccine studies that reported improved immune response in individuals with latent tuberculosis compared to healthy controls. We conducted a systematic review of
the literature by searching MEDLINE, PubMed, and Web of Science. We then limited the review to non-human studies with a control group and a measure of immune function. We identified four
studies with data on immune function in animals, three of which found an effect of vaccination on immune function. There are no data in humans. The immune response to chronic infection can

be quite different than the response to acute infection. We hypothesize that vaccination has the potential to re-educate the immune system to more effectively control chronic infections. For one
of the identified studies, the principal investigator's lab, we plan to conduct a follow-up study of this cohort to evaluate the immune response to vaccination. For the other identified study, the

candidate is working in collaboration with the NIH-funded TB Vaccine Testing and Research Materials Contract to confirm that the improvement in immune function is most likely due to a
reduction in antigen burden caused by prior tuberculous infection rather than a reversal of immunosuppression. A group of investigators with expertise in vaccine development, clinical care of
people with latent tuberculosis, and control of chronic infections will work with the candidate to evaluate the effect of vaccine therapy on immune function. The candidate is trained in clinical

epidemiology and infectious diseases. The proposed work will expand
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