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Figure S1. Graphs connecting the corresponding points for lymphocytes expressing specific mark-
ers in the NEC and non-NEC components in each case. * it: intra-tumoral, im: invasive margin. NEC,
neuroendocrine; non-NEC, non- neuroendocrine.
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Figure S2. Graphs connecting the corresponding points for lymphocytes expressing specific mark-
ers in the NEC and non-NEC components in each case. * it: intra-tumoral, im: invasive margin.
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Figure S3. Graphs connecting the corresponding points for lymphocytes expressing specific mark-
ers in the NEC and non-NEC components in each case. * it: intra-tumoral, im: invasive margin.
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Figure S4. Graphs connecting the corresponding points for macrophages expressing specific mark-
ers in the NEC and non-NEC components in each case. * it: intra-tumoral, im: invasive margin.
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Figure S5. Graphs connecting the corresponding points for microvessels expressing specific mark-

ers in the NEC and non-NEC components in each case.
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Table S1. The association between the number of lymphocytes infiltrating intra-tumoral areas and invasive margins in each case (NEC-non-NEC
area) in relation to pN (+) and vessel invasion (X" test). Only CD4 expression in the intra-tumoral areas and venous invasion in NECs were significantly
more abundant than those in non-NECs (p = 0.0229). NEC, neuroendocrine; non-NEC, non- neuroendocrine; pN, pathological cancer-positive lymph

nodes.
pN Ly )\
. . . . . . . .. invasive mar-
. . intra-tumoral invasive margin intra-tumoral invasive margin intra-tumoral .
Antibodies gin
V+
pN#) pN() p pN#H pN() p Ly# Ly¢) p Ly®) Ly p )( Ve p VHVE p
CD3
high 9 8 9 8 11 6 10 7 12 5 11 6
5975 .5975 .61 . —— 0. ——0.
low - 9 0.5975 - 9 0.5975 9 - 0.6193 10 6 0.829 3 8 0.2264 9 7 0.6193
CD4
high 6 11 8 5 11 6 8 5 9 8 11 2
1181 .2248 . . — 0. — 0.
low 10 p 0.118 3 1 0.2248 9 - 0.6193 1 3 0.9295 1 5 0.353 9 11 0.0229
CD8
high 6 11 7 9 9 8 9 7 10 7 10 6
.597. .5975 . . —— 0. —— 0.
low 10 p 0.5975 9 3 0.5975 11 5 0.358 11 2 0.6193 10 6 0.829 0 7 0.829
Foxp3
high 7 9 7 10 10 6 9 8 10 6 11 6
3921 .3865 . . - - 0 ——0.
low 9 3 0.39 9 7 0.3865 10 - 0.829 11 5 0.353 0 7 0.829 9 7 0.6193
PD-1
high 7 5 8 7 7 5 9 6 11 6 8 4
3921 .61 . . ——0. — 0.
low 9 0 0.39 3 10 0.6109 3 3 0.8399 11 - 0.9481 9 7 0.6193 2 9 0.5902

Table S2. The association between the number of macrophages infiltrating the intra-tumoral areas and invasive margins and VASH-1 expression
(NEC—non-NEC area) in relation to pN (+) and vessel invasion (X test). There were no significant differences between the components. VASH-1,
vasohibin 1.

pN Ly \

invasive mar-
gin
pN(+) pN(-) p pNE#H pN(-) p Ly Ly(-) p Ly#HLy(-) p VHE V() p VHVE) p

Antibodies intra-tumoral invasive margin  intra-tumoral invasive margin intra-tumoral

CD68

high 8 8 0865 8 8 0865 8 8 11 5 8 8 10

6
low P 9 3 3 9 3 T 5 0.2264 9 3 0.353 B 5 0.2264 0 7 0.829




CD163

high 8 0865 9 8 0597 10 12 8 10
.82 2264 .82

low 9 8 7 9 5 10 0829 12 12 0226 10 0829

VASH-1 density

high - = = - = 9 - 8 - -
.61 2264

low - - - 11 061957 12 022647

VASH-1 expression

high - = = - = 8 - 7 - —
2264 .054

low — — — 12 022647 13 005457




