- Development of severe immune related adverse events associated with early B cell changes and
altered gut microbial community stability
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Figure 4- ICl immunotherapy resulted in changes in the relative abundance of specific bacterial groups in the faecal microbiota, however the microbial community as a » Bacteroidaceae-dominated patlents who developed early, severe IrAEs had hlgher B cell
whole remained relatively stable. Average log fold change of genus level taxa split by microbial community type was assessed. Larger fluctuations in the gut microbiota :
between timepoints was associated with irAE development and observed in Ba-dominated patients. An increase in Streptococcus relative abundance with ICI- frequenCIeS pOSt treatment

immunotherapy treatment was particularly evident in Ba-dominated patients.

- Higher risk of early, severe irAEs were associated with Bacteroidaceae-dominated gut microbiomes, reduced microbial community stability, and increases in activated 1. Larkin etal N Engl J Med (2015) * All patients and their families E E
culatina B cells during treatment 2. Simpson et al Nature Rev Clin Onc * Melanoma Institute Australia -
circulating uring nt. | | | | | | | o | o (2023) » Project funded by Tour de Cure ="
* We postulate that differing baseline microbial community assemblages are associated with altered pre-established intestinal homeostasis influencing the likelihood of 3. Simpson et al Nature Medicine Australia :'I:E
IrAE development. (2022) » Travel support by Cancer Institute
 Together, the data highlights a potential relationship between B cells, the gut microbiota and irAE development which may point to early steps in the induction of irAEs NSW MY ot sty E
during ICl immunotherapy:. NSW  Cancer Institute NSW

GOVERNMENT

AACR 2024 Abstract #6681 Dr Rebecca Simpson: r.simpson@sydney.edu.au




