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Figure S1. Urine dopamine and epinephrine levels in the subcutaneous and metastatic PHEO. B6(Cg)-
Tyrc-2]/] (n =8) mice were subcutaneously injected with MTT-luciferase cells in the right lower dorsal
site. B6(Cg)-Tyrc-2]/] mice (n = 8) without tumors were used as controls. (A) Urine dopamine levels in
tumor-bearing mice were not significantly increased compared to those of non-tumor-bearing mice.
(B) Urine epinephrine levels in mice with metastatic organ lesions were significantly higher compared
to those mice with subcutaneous tumor (* p < 0.05 against subcutaneous tumor).


http://press.endocrine.org/action/doSearch?text1=Ghayee%2C+Hans+Kumar&field1=Contrib
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhuang%20Z%5BAuthor%5D&cauthor=true&cauthor_uid=25939762

Cancers 2019, 11, x S2 of S3

A B
8000 5000
o
- g °
@ @ 4000 o
%‘ 6000 ® %'
lén E’ 3000
4000 £
) & 2000 e
g )
o @ ® o ®
& 2000 + & 1000 A % 3
a i. ) a i '{ o,
“ % . “ .i o 5- £
0 1 0 3 7 1 19
C Day of the therapy D Day of the therapy
w o 200
g 500 ] o
u ]
P o
"E 400 . -E 150
= u
£ 300 " £ A = |
Z = 100 * o .
@ 200 B °
n
: fnei bog L
= 100 .|l. g 1
S - " @ " :r" ? on
o . . I .
0 3 7 1 15 19 o 3 7 1 15 19
E Day of the therapy Day of the therapy
1500
o
S
2 °
= 1000
[
£
< |A .
M 500 ®
g | ei ou 8
~
= & i i o, 83
S0 7 % 15 19

Day of the therapy

_ @ Small (>100 mm?)
O MBT = ¢ Medium (150 mm3 — 350 mm?) W PBs A Additional control
@ Large (600 mm3-750 mm?)

Figure S2. Tumor CD4+, CD8*, CD19*, F4/80*, and NK cells levels in the course of MBT therapy.
B6(Cg)-Tyr<?/] mice were subcutaneously injected with MTT-luciferase cells. After tumors grew to
the desired size (around 100 mm?), mice were randomized into two groups (n = 24/group): (i) the
group treated with MBT, (ii) the group treated with PBS. Therapy was given intratumorally on days
0,1,28,9, 10, 16, 17, 18, 24, 25, and 26. Three mice from both groups were sacrificed on days 3, 7, 11,
15, and 19 of the therapy. Harvested subcutaneous tumors were used for flow cytometry analysis of
tumor-infiltrating leukocytes. Three mice were sacrificed on day 0 and used as an additional control —
gray triangles (no application of any compounds into the tumor). (A) The analysis of tumor-
infiltrating CD4* cells revealed increased levels of these cells in the MBT-treated group (culminated
on the 15t day of therapy). (B) The analysis of tumor-infiltrating CD8* cells also revealed increased
levels of these cells in the MBT-treated group (culminated on the 15t day of therapy). (C) The analysis
of tumor-infiltrating CD19+ cells did not reveal any significant changes in the MBT-treated group
compared to the PBS-treated group. (D) The analysis of tumor-infiltrating F4/80* cells did not reveal
any significant changes in the MBT-treated group compared to the PBS-treated group. (E) The analysis
of tumor-infiltrating NK cells did not reveal any significant changes in the MBT-treated group
compared to the PBS-treated group. The results are presented as individual values for each mouse
with color legend based on the size of analyzed tumors.
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Figure S3. Depletion of CD4* and CD8* T cells during MBTA therapy. B6(Cg)-Tyr<?/] mice (n =
6/group for CD4* cells depletion, n = 6/group for CD8* depletion) were subcutaneously injected with
MTT-luciferase cells. CD4* and CD8* subsets were depleted by administering 300 pg of depleting
antibody intraperitoneally twice weekly beginning one day prior to initiation of MBTA therapy. The
depletion of CD8* and CD4* T cells from PBMCs on day 12 was confirmed using flow cytometry.
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