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- Abstract - — -

Background : Recent studies suggest that immunization with autologous dendritic cells(DCs) result in protective
immunity and rejection of established tumors in various human malignancies, It has been reported that a dense
infiitration of dendritic cells correlates with a favorable prognosis in several types of cancer. The purpose of this study
1S to determine whether DCs are generated from peripheral blood monocytes by using cytokines such as F1t-3 ligand,
granulocyte macrophage-colony stimulating factor (GM-CSF), IL-4, and TNF-a, and whether cytotoxic T cells
activated against the medullary thyroid carcinoma(MTC) tissues by the DCs.

Methods : Peripheral blood was obtained from 2 patients with MTC. DCs were established from mononuclear leukocytes
by culturing in the presence of Flt-3 ligand, GM-CSF, 11.-4, and TNF-a for 14 days. At day 14, the differentiated
DCs was analyzed morphologically. The immunophenotypic features of DCs such as CDla, CD83, and CD86 were
analyzed by Immunofluorelescence microscopy. At day 15, DCs were incubated with thyroid cancer tissues and normal
thyroid tissues for 7 additional days, respectively.

Results : DCs were generated from the peripheral blood mononuclear cells. The generated cells showed the typical
morphology of DCs. Activated cytotoxic T lymphocytes (CTLs) were observed. DCs attached to the thyroid cancer
tissues and the CTLs were attached to the MTC tissues on scanning electron microscope.

Conclusion : We could differentiate DCs from the peripheral blood mononuclear cells. And the DCs activate the CTLs
which able to attack the MTC tissues, These results suggest that DCs can be used as adjuvants for immunotherapy of
MTC. And this study represent the basis for the develop of new therapeutic strategies not only in MTC but also in
the other malignancies.
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Fig. 1. The microscopic finding of non-neoplastic thyroid
tissue culture after being formalin fixed paraffin embedded.
& u) 7S o] &3] A E This view shows dilated thyroid follicles. H-E stain. Original
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Fig. 2. Round to oval cells are arranged in clusters, and
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Fig. 3. Light morphology of freshly isolated peripheral blood
mononuclear cells showing a homogenous population of
equally size round cells. Original magnification X 400.

Fig. 4. After 5 days of culture with medium containing
GM-CSF plus 1L-4 plus TNF-«a plus Flt3-ligand, showing a
spindle- shape cell in the center. Original magnification X
200.
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(Fig. 5,6).

Fig. 5. After 8 days of culture with medium containing
GM-CSF plus IL-4 plus TNF- @ plus Flt3-ligand, cells with
large-cell bodies and long dendritic projections were visible.
Original magnification X 400.
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Fig. 6. After 16 days of culture with medium containing
GM-CSF plus IL.-4 plus TNF-a@ plus Flt3-ligand, many cells
with long cytoplasmic projections were visible,

Original magnification X 200,
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Fig. 7. 'The morphology of activated T cells. Activated T cells

show multiple
Original magnification X 400,
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Fig. 8. Scanning electron micrographs of activated T
lymphocytes. Activated T lymphocytes adhere to the
medullary thyroid cancer tissue and attack the thyroid cancer
tissue, Original magnification X 1,350,
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Fig. 9. Scanning electron micrograph of a non-activated T
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cell. T cell was not activated when cultured with normal
thyroid tissue. Original magnification X 2.000,



TEFE FTAGA EY i3t

AukelA) £k o7 Sxje] &

A PH EE ASATHE

R
|

O] —
AA Lo

5] o

Z}
=

O
o

= BCG(Bacil le Calnette-Guerin) 7t

Nim

oo gt o

)

| -

fepeu

= YA o

1

—

O

o

11

-0 X1 9]

=
=

soluom 1

A stellate) @] 3] wj) o)

.
=

onal

6-
1

A L2

L

F costimulatory si

B

Fig 10. Scanning electron micrograph of a dendritic cell.
The cell attached to the medullary thyroid cancer tissue,

Original magnification X 3,000,
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