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Even with "cure,” some TB
patients have worsening lung
function despite successtul
RHZE AbXxs

Whye




Persisting positron emission tomography lesion activity and
Mpycobacterium tuberculosis mRNA after tuberculosis cure
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Compare DNA
methylation changes




Why do some people improve lung fxn while
others worsen?

What is the DNAm status of those who improve
compare to those who worsen?




What is DNA methylation and
epigeneticse




DETANGLING DNA
PROTEINS CALLED
HISTONES HELP MAINTAIN
NUCLEAR ORDER.
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How that “ball of yarn” is coiled determines
accessibility

DNA methylation: “hides” genes inside the
ball of yarn, thereby silencing the genes



DNA hypermethylation during tuberculosis dampens
host immune responsiveness
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Improving FVC assoc. DNA hyper-methylation
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DNA hyper-methylation is associated
with improving lung function

DNA hyper-methylation suppresses gene
expression, resulting in gene silencing




Measure levels of inflammatory marker:

C-reactive protein (CRP)
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landscape In
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Summary

» |1 0-20% TB pts have worsening lung FXN despite
successful Abxs.

®»DNA methylation silences genes

»DNA methylation correlates with improving lung
function

®»Resolution of Inflammation is associated with
DNA hyper-methylation and contradictory to
M1b killing capacity

®|s there an epigenetic tfrade off?
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