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First line therapy for diffuse large B cell lymphoma (DLBCL) has not improved for 20 years, despite Lymph fiode
numerous randomized trials. Rational development of new R-CHOP combinations requires a more * The histology and immunophenotype of
sophisticated model for in vivo testing, which captures both the heterogeneity of newly diagnosed lymphomas of MIB mice is consistent with
DLBCL and the role of the immune system in mediating the response to therapy. We have developed ABC type DLBCL, with some heterogeneity Spleen
a spontaneous immunocompetent mouse model of DLBCL, of the activated B cell (ABC) subtype, in, for example CD5 and Fas expression. Bty W
and studied the surviving lymphoma cells by RNAseq after treatment with murine anti-CD20 plus e Supervised clustering using those genes ok —
CHOP. Mice with B cell-specific overexpression of MYC, IKK2 (inhibitor of kappaB kinase beta) and differentially expressed in germinal centre Liver @
deletion of Prdm1 develop a high- grade large B cell lymphoma after 6-8 months which recapitulates B cells demonstrates that in 6 of 7 samples,
the features of human ABC lymphoma: widespread lymphadenopathy with frequent extranodal lymphomas clusters with ABC samples.
manifestations, expression of IRF4 but not BCL6, and high proliferative index by Ki67 staining. —
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lymphoma cells which was not present in * Complex genetic models of lymphoma can be tractable model systems for studying therapeutic
recombined B cells of young mice, prior to | | responses.
NI S OO R P FAS expression e The combination of NF-kB activation, MYC expression and BLIMP1 deletion generates high grade
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» High FSC-A of recombined cells was selectively & Fl & 1 o 4 B cell ymphomas which closely reproduce features of ABC DLBCL such as IgM+, FAS+ and
present in IgD- cells at ymphoma development. f;’ R §§ N i,gso L extranodal involvement, particularly characteristic of the MYD/C5/Myd88 molecular subgroup.
* Transcriptional analysis of sorted lymphoma < 1IE 3¢ 1 - o9 % * The transcriptional profile of surviving cells after CHOP chemotherapy is consistent with
cells (eGFP+hCD2+CD19+B220+IgD-) revealed ) Rl & d i 05'__‘ 3 , = elimination of highly proliferative cells, consistent with the known mechanism of cytotoxic drugs.
clonal expression of a single IgH V region. §3§8 e 2 &9 * The higher expression of genes in the PDGF, Ras and Wnt signaling pathways after 5D2 treatment
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T N «i& $ é‘} leads to the hypothesis that these pathways contribute to survival of cells after 5D2 and may be
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S P ~ CD19cre MIB mice: eGFP+hCD2+B220+CD19+IgD- . . .
i : | |* We will use CRISPR/Cas9 to target these pathways and assess their effect on responsiveness to
. 1gD- : 5D2-CHOP and ultimately devise pharmacological strategies to target them in vivo.
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