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Quantitative sequencing of TCRB In patients

with melanoma. Progressars (blue) were associated
with both a lower number of TiLs (shown as
percentage TIL infiltrate} and a lower TIL donality than
responders {orange).
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Overlap of TCR repertoires in patients.
(&) The similarity of TCR repertoires
from the 16 patients and 8 healthy
controls was analyzed. Healthy
Individuals formed an independent
chuster, Tumor tissue and blood
samples from patients were mixed
together but some clusters were
formed. (b) Fussy heat map showed
two clusters in tumor tissue and blood
smples from the oatients.
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* Autoantibody production. Infiltrating lymphocytes. as large follicle-like structures, known as
synovial germinal centres. the proportion of peripheral blood plasmablasts is positively
correlated with disease activity in RA
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enrichment of IGHV4 gene family usages, specifically IGHV4-34,
B-cell clonal expansions in the synovial tissue of patients with RA
RA risk: the presence of 2 5 dominant BCR clones, defined as clonally related BCRs

representing > 0.5% of the total repertoire
4. patients with RA were enriched for longer CDR3 lengths in both the heavy-chain and light chain

(kappa, Igk)

5. evaluated the effect of rituximab on B-cell repertoires in two patients with active RA, and
showed that B-cell depletion lasted between 5 and 7 months. B-cell reconstitution was
characterized by a diverse BCR repertoire and IGHV gene usages . ~/liz tet5at of hepithy, / /

adults.

>

Porcostage of the
total BCA repertoce

Womster of Jorveert

1 1) 4
"

s TEYT NN LI
'

ot
TRIn 30 erthritn Sealthy

Novwy AN ) (RO T

S22 A A 2 P LIPS oy

FH RN M T YT R A

POV ¥

rond - developed witvise

438 THEIH LT YA TREYS
'

STl - 3o WTNTH deveboped fuanre peea

-
[ —
—

fremny o et O

Comenant dones reoaversd 10 N

el i ik me
S 30 arthrh heaktyy N e At heathy

Tovey MUCTVA 003 Ty ACTHEA g 0T

% il: Tak PP, Doorenspleet ME, de Hair MJH, et al Dominant B cell receptor clotd 1 i Sheral Sibod predics dnset
of arthritis in individuals at risk for rheumatoid arthritis Annals of the Rheumatic Diseases 2017;76:1924-1930.
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24 UHk: Hum Immunol. 2018 Jun;79(6):485-490. doi: 10.1016/j.hu. ~ MELE)EB.03.027 tpub,/ /
2018 Mar 31.

3 BRI S AL T
% e TRORUSSLEMBYIM KX BCRAAL

= Significantly decreased numbers of naive B-cells.

* More self-reactive B-cells than healthy individuals.

* Increased frequencies of double-negative (CD27-class switched) B-cells, which has been
shown to correlate with increased autoantibody titres.

* Increased levels of CD19"°*CD27"#" plasma cells, which may be a consequence of systemic
inflammation.

* BCREAL:
enrichment of IGHV4 gene family usages, specifically IGHV4-34.

SLE exhibit increased B-cell clonality compared with heathy individuals, polyclonal expansion
SLE display significantly shorter CDR3 lengths in Bcells from peripheral blood than controls
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