Proteomic Analysis of Translocating Bacterial Taxa
Reveals Novel Therapeutic Target
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a)  Translocating Non-translocating Figure 3. !dentificati_on of therapeutic targets in
(3,894) (2,694) translocating bacteria.

a) 6,588 unique proteins were detected across 13

species of bacteria. Nearly half of these, 47.21%,

i were unique to translocating bacteria. b) Of those

«Area under the curve (AUC) was calculated for growth curves 4r.21% [29.10% %13 '539/; proteins, two were found in 5 of the 8 translocating

(2,409) (1,485)] 1 bacteria: CutC, a copper homeostasis protein, and a

cytosine-specific methyltransferase.

Figure 4. Inhibition of cytosine-specific methyltransferases
significantly impairs growth in translocating bacteria.

a) Representative growth curves for the three main types of
responses to decitabine treatment among tested bacterial
species. b) AUC comparisons for each decitabine concentration
that bacteria were grown in. Decitabine treatment was
significantly more inhibitory of growth for translocator bacteria as
compared to non-translocator species at all but the lowest tested
concentration of decitabine.

well plates with or without decitabine. These plates were then
incubated in a microplate reader at 37°C with 100rpm with

ODg,, readings taken every 5-10 minutes.

then normalized against the control to calculate a ratio to

determine the inhibitory effect of decitabine, with values <1
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CONCLUSIONS AND FUTURE DIRECTIONS

*Translocating bacteria are uniquely enriched for a cytosine-specific DNA methyltransferase and are sensitive to inhibition of this methyltransferase in vitro.

*This methyltransferase may be a prophylactic therapeutic target in the treatment of microbial translocation which occurs in people living with HIV.
*\We will grow bacterial isolates in the presence of decitabine and extract RNA to perform Total-RNAseq in order to identify cellular functions dysregulated by decitabine, as these cellular functions may

be critical for in-host translocation or survival of translocating bacterial taxa.

*We will treat SIV-infected Rhesus macaques with decitabine and sample longitudinally to determine if treatment improves markers of microbial translocation.




