vy 7 ldentification of T-cell receptor sequences associated with Type 1

%7 : : :
diabetes through computational analysis W
Fred Hutch Camryn Pettenger-Willey!2, Sebastiaan Valkiers'?3, Victor Greiff*, Todd Brusko>, Dr. Philip Bradley? A LLOSRNN

Ca ncer Center IFred Hutchinson Cancer Center, Seattle, WA, ?Whitman College, Walla Walla, WA, 3University of Antwerp, Antwerp, Belgium, *University of Oslo, Oslo, Norway, °University of Florida, Gainesville, FL COLLE G E

SUMMARY METHODOLOGY SIGNIFICANT TCRS

- - . . . . Proportional Occurrence by Group for Top Sequences Associated with T1D
Objective: Identify self-reactive T-cell receptors (TCRs) involved in the E——

auto-immune response o Type ! dlabeFes LD Be wsed Fhe T Encoding of TCR Sequences Identification of Significantly Identification of Sequences g o
as potential biomarkers or in therapeutic approaches for the disease.

pval: 6.53e-07

Similar TCR Sequences Associated with T1D |

pval: B.86e-07

TRBV27*01 CASSLLGETQYF
TRBV6-5*01_CASSYRRNTEAFF
TRBV5-1*01 CASSLEGEETQYF
TRBV7-9*01 CASSLGPNTEAFF
TRBV27*01_CASSLKGNTEAFF
TRBV10-3*01 CAISDRGNTEAFF
TRBV6-4*01 CASSGTSGSTDTQYF
TRBV14*01_CASSQGANYGYTF pval: 3.04e-06
TRBVS-1*01_CASSLAGTSEETQYF Pl

Employed large-scale TCR repertoire analysis on a dataset of T1D
patients alongside control patients.

|dentified Significantly Neighbor Enriched (SNE) TCR sequences that
are associated with T1D based on Fisher’s exact test.
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VB=TRBV29
JB=TRBJ2-1

pval: 2.74e-07

Performed additional analyses with clustering, HLA T1D risk alleles,
auto-antigen reactivity, and age.

pval: 6.81e-07
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