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Expanded View Figures

Figure EV1. DLBCL cells colonize various non-lymphoid tissues upon

Luminescence intravenous transplantation into MISTRG mice.
Atotal of 1 x 107 ZsGreen- and luciferase-expressing RC-K8 cells were

t intravenously injected into MISTRG mice and examined for tissue colonization at
the study endpoint by IVIS. The color scale on the right indicates the radiance, i.e.,

40 the sum of the photons per second from each pixel inside the ROI/number of
pixels (photons/s/cm?/sr). The organs shown here were collected from one
mouse, and are representative of all RC-K8-transplanted mice.
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Figure EV2. Reconstitution of MISTRG mice with cord blood hematopoietic stem cells confers a growth advantage to xenotransplanted DLBCL cell lines in
ectopic and orthotopic tumor models.

A Gating strategy for tumor cells and human immune cell subsets in reconstituted MISTRG mice: Tumor cells are gated as singlets/live/hCD45/hCD19-20*/ZsGreen*,
whereas the other human immune subsets are gated on singlets/live/hCD45* and CD19/20" as B cells, CD3* as T cells, CD33" as myeloid cells, and NKp46* as NK
cells. The equations used for calculating tumor burden and reconstitution efficiency are also shown. For assessing tumor burden in the spleen, tumor cells were
gated as singlets/live/hCD45*/ZsGreen™, while those in the BM were additionally distinguished from non-malignant human immune cells using a B-cell marker
(hCD19/20).

B Atotal of 1 x 107 U-2932 cells were subcutaneously transplanted into the flanks of 6-week-old reconstituted and un-reconstituted MISTRG mice. Median tumor
volume and weight at the study endpoint (4 weeks) are shown. Each point on the plots represents the median tumor volume/weight of one experiment. Black
symbols represent bulk U-2932, while red symbols are individual clones grown from sorted single cells.

C,D Atotal of 1 x 107 U-2932 cells were subcutaneously transplanted into the flanks of 6-week-old reconstituted MISTRG mice. Mice were treated with depleting
antibodies against hCD4 or CCL2 starting on the day or tumor cell transplantation. Tumor volumes over time (presented as means =+ SD), as well as tumor weight
and tumor volume at the study endpoint, are shown. Each symbol represents one tumor.

E MISTRG mice were reconstituted at birth with 100,000-250,000 human CD34* cord blood HSPCs and intravenously injected with 1 x 10”7 U-2932 or RC-K8 cells at
6 weeks of age. The reconstitution efficiency (frequency of human among all CD45* leukocytes) in the bone marrow is shown for every mouse.

Data information: Horizontal lines indicate medians throughout.
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Reconstitution level BM = (hCD45™" - ZsGreen™)

((hCD45™ - ZsGreen™) + mCD45™)

Tumor of all CD45% = (ZsGreen™ or hCD19/20*ZsGreen™ )

o (hCD45% + mCD45™)
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A RC-Ks Figure EV3. The genetic ablation of CD126 expression reduces the tumor

] 88132 \'Qg burden in MISTRG6 mice.

1 isotype control A RC-K8 cells were engineered to by CRISPR genomic editing for loss of
CD126 expression. FACS histogram showing CD126 expression in WT and
ko RC-K8 cells relative to isotype control antibody.

b B MISTRG6 mice were intravenously injected with 1 x 107 CD126-
proficient or CD126-deficient RC-K8 cells at 6 weeks of age; the
lymphoma burden at the study endpoint (6 weeks p.i.) was quantified in
g T the bone marrow by flow cytometric staining for hCD45 and by ZsGreen
CD126 expression. Horizontal lines indicate medians. P-values were calculated

Count

» B C using the Mann-Whitney test, but failed to reach statistical significance.
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- 2 j 2 S ﬁ D Figure EV4. gp130 expression is higher in the ABC than in the GCB
kn § @« T T T T I I I subtype of DLBCL.
T 00 X000 0000 .
o= G5 35 35 3535355 The expression of the IL-6R signaling chain gp130 was assessed by Western
Cx>S> xwnw nw» u un nnn blotting performed on extracts from a panel of 11 DLBCL cell lines. ABC- and GCB-
DLBCL cell lines are color-coded in red and green; RC-K8 is depicted in gray. The
[o] o) FCIO NN [ SN SR S S ———— quantification of the blot relative to the tubulin loading control is shown in the
lower panel. The Western blot is representative of two that were run with
Tubul —— independently generated extracts.
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- Source data are available online for this figure.
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