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Investigating whether antibody production contributes to immune-related adverse
events using an acellular protein synthesis system
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To determine whether antigen-antibody reactions contribute to immune-related
adverse events (irAE), B cell kinetics were analyzed in patients receiving a combination therapy of
anti-CTLA-4 and anti-PD-1 antibodies. Compared to patients who did not develop irAE, CD21LowB

cells, plasmablasts, and plasma cells were significantly increased in 5 patients who experienced
rade 3 irAE.

%he BCR repertoire was analyzed in a patient who developed irAE hepatitis together with a dramatic
increase in the number of activated B cells. BCR gene sequences of CD21LowB cells were ranked

according to copy number, and 20 unique sequences with high copy numbers were selected for further

analysis. However, single cell analysis did not detect these sequences in CD21LowB cells.

Medical oncology
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Groupl

Groupl_Heavy mix_1st PCR
1 hHsp-1F_Z00630 ATGGACTGGACCTGGAGCATC 24 TCCACGCTCCTGCTACTGAC
2 hHsp-2F_200630 ATGGACTGGACCTGGAGGATC 25 TCCACGCTCCTGCTGCTGAC
3 hHsp-3F_200630 ATGGGGTCAACCGCCATCCTC 26 TCCACGCTCCTGCTGCTGAG
4 hHsp-4F_200630 ATGGAGTTTGGGCTGAGCTGG 27 TTCTTCCTCCTCCTGGTGGT
5 hHsp-5F_200630 ATGGAACTGGGGCTCCGLTGE 28 hHsp-28F_200630 TTCTTCCTCCTGCTGETGGE
3 hHsp-6F_200630 ATGGAGTTGGGGCTGAGCTGG 7 hHCG_1stR_160407

RHCG_1stR_160407

ACGTAGTCCTTGACCAGGCAG
Groupl_Heavy mix_2nd PCR Group2_Heavy mix_2nd PCR
] hHsp-8F_200630 GCTCAGTGAAGGTCTCCTGE 29 hHap-29F_200630 TGGATCCGTCAGCCCCCAGS
9 hHsp-9F_200630 CCTCAGTGAARATCTCCTGE 30 hHap-30F_200630 TGGATCCGTCAGCCCCCGGG
10 hHsp-10F_200630 CCTCAGTCACCCTCTCCTGE 31 hHsp-31F_200630 TGGATCCGGCAGCCCGLCE
11 hHsp-11F_200630 CCTCAGTGAGGCTTTCCTGC 32 hHsp-32F_200630 TGGATCCGCCAGCCCCCAGG
12 AGTCTCTACGGATCGCCTGC 33 hHsp- 200630 AAAAGTCCACCCCATGEGCEE
13 hHsp-13F_200630 GGTCCCTGAGACTCTCCTGET 34 hHsp-34R_200630 AAAAGTCCACCCCCTGGAAC
14 hHsp-14R_200630 GACCGCCGTTTAGCGAAGTA 35 hHsp-35R_200630 CTACGATTATGCCCCCTTTG
15 hHsp-15R_200630 GTACTGGTAATATGGGTAATAACCAC 36 hHsp-36R_200630 GTAGTACGCGGTAATTACCAGC
16 hHsp-16R_200630 GCTCCTAACCGCGCTCGATE 7 hHsp-3TR_200630 GTCAGACATGAGCTTGCCTC
17 hHsp-17R_200630 GTAGCCACTTTGAGCCCCTC 38 hHsp-38R_200630 GGTTAGAAATGTAGCCATCTTGGE
18 hHsp-18R_200630 GGTCGAGCCACCCCTCGCC 39 hHsp-39R_200630 GGCCAGTCAAAATATCGTAATCGE
19 hHsp-19R_Z200630 AGAGAAGCCCGTTATAACCC 40 hHsp-40R_200630 GGGAGAATAACCAGTCCAAATATTG
20 hHsp-20R_200630 AGAATTTCCCGACCGCTATC 41 hHsp-41R_200630 GTGGTTTCCCTTTGTGGTCG

21 hHsp-21R_200630
22 hHsp-22R_200630
23 hHsp-23R_200630

GACATCATAATAGCCACTATATGG
AGGTCGAACCACCCTCTCGT
GTAGTCAAGGATTCCGACTCTA
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