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Phenotypic and functional change of tumor-infiltrating dendritic cells during
murine melanoma growth.
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In this study, we investigated the frequency, phenotype and function of TIDCs
over time from early stages of melanoma growth in mice. Flow cytometric analysis revealed that the tumors
were infiltrated by a significant population of CD11c+MHCII+ DCs, especially at an early stage of tumor
growth. The allogeneic stimulatory capacity of TIDCs increased with tumor growth, while this capacity of
DCs in lymph nodes decreased. TIDCs harvested at an early stage of melanoma (early TIDCs) accelerated
tumor growth, but those harvested at a late stage (late TIDCs) delayed tumor progression when they were
co-injected with melanoma cells. Furthermore, co-injection of early TIDCs failed to induce full
immunocompetent maturation of CD8+ T cells, with much lower expression of IFNy , granzyme B and perforin
within the tumor microenvironment. In conclusion, TIDCs change their characteristics from an
immunoinhibitory to an immunostimulatory phenotype over time in association with tumor progression.



CD1lc

TIDCs

percoll

o

@
CD11c+, MHCclass +

% of TIDCs total number of TIDCs

15

\L‘* wl
5

0

0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14
days days

1 TIDCs

x10*

o

% In tumor-infiitrating cells
2 N W RO

S o o ©°
ofF——Ji T J

(3) TIDCs
CD86

CD86

CD86

B rDCs in LNs (naive)
@ rDC in draining LNs
B TIDCs

w
=3
t=1

[~
=3
=3

-
=1
=3

CD86 MFI

2 4 6 8 10 12 14
days

TIDCs DCs CD86
(4)TIDCs T
VEGFR-2, PD-L1

(5) 4
TIDCs early TIDCs 11



TIDCs(late TIDCs)
early TIDCs
late TIDCs

2500+

-+ B16
20001 -= B16 + day4 TIDCs
-+ B16 + day11 TIDCs
o 1500
£
E 1000- "
500+ ]
days
3
Early TIDCs late TIDCs vivo
(6) Early TIDCs late TIDCs
Early TIDCs
IFN-g granzyme B, perforin
late TIDCs

6
Zhu L, Ito T, Nakahara T, Nagae K, Fuyuno

Y, Nakao M, Akahoshi M, Nakagawa R, Tu Y,
Uchi H, Furue M. Upregulation of S100P,
receptor for advanced glycation end
products and ezrin in malignant melanoma.
J Dermatol. 2013 Dec;40(12):973-9.
doi:10.1111/1346-8138.12323

Oba J, Nakahara T, Abe T, Hagihara A, Moroi
Y, Furue M. Expression of programmed death
receptor ligand 1 in melanoma may indicate
tumor progression and poor patient
survival. J Am Acad Dermatol. 2014
May;70(5):954-6.

doi: 10.1016/j.jaad.2014.01.880.

Dugu L, Nakahara T, Wu Z, Uchi H, Liu M,
Hirano K, Yokomizo T, Furue M. Neuronatin
is related to keratinocyte
differentiation by up-regulating
involucrin. J Dermatol Sci. 2014
Mar;73(3):225-31.

doi: 10.1016/j.jdermsci.2013.10.008.

Furue M, Takahara M, Nakahara T, Uchi H.
Role of AhR/ARNT system in skin
homeostasis. Arch Dermatol Res. 2014
Nov;306(9):769-79.

doi: 10.1007/s00403-014-1481-7.

Yasukochi Y, Nakahara T, Abe T,
Kido-Nakahara M, Kohda F, Takeuchi S,
Hagihara A, Furue M. Reduction of serum
TARC levels in atopic dermatitis by
topical anti-inflammatory treatments.
Asian Pac J Allergy Immunol. 2014
Sep;32(3):240-5.

doi: 10.12932/AP0419.32.3.2014.

Nakahara T, Moroi Y, Takayama K, Itoh E,
Kido-Nakahara M, Nakanishi Y, Furue M.
Changes in sebum levels and the
development of acneiform rash in patients
with non-small cell lung cancer after
treatment with EGFR inhibitors. Onco
Targets Ther. 2015 Jan 28;8:259-63.

doi: 10.2147/0TT.S76860.

23 2013 5 17

Takeshi Nakahara, Junna Oba, Masutaka

Furue. Very early tumor-infiltrating



dendritic cell change their

characteristics from immunoinhibitory to

immunostimulatory in association with

tumor progression.

2014 Annual meeting Society of

Investigative Dermatology, 2014 5 7
10 USA

114
2015 5 29 31

http://ww_kyudai-derm.org/

o
NAKAHARA TAKESHI
40529848

&)

®



