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Therapeutic potential of circulating tumor microenvironment based on metastatic
mechanism
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The FACS analysis showed the significant increase in the number of cCAF in
patients with esophageal cancer specimens compared to a healthy person specimen of the control group. The
ELIZA analysis indicated the over-expression of FAP in the supernatant of CAF which is the activated
fibroblasts in vitro. FAP expression at tumoral stroma was a significant predictive factor for tumor
size, lymph node metastasis and vessel invasion. In survival analysis of DFS (disease free survivala
0S (overall survival), FAP high stroma was associated with shorter period to recurrence and death t

those of FAP low stroma.
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CONCEPT OF Photoimmunotherapy

manized monoclonal antibody CraHogN:pNo,0y,8¢Sis

(Mﬂlng]lm-dlc\m) il

g L s0;

HieApHitk Nfcwuiﬁw R
) S0
KO

M, | SONe.

ﬁ\/\..ws%
s ydeophic phtslocyaning (chemistry soNe

o

12&1R700dye

Vishle- )

i} —
Cancer associated % “Ee
fibroblasts: CAFs T Rl CED

g
Abscrbance of light n tho body

Mitsunaga M, Kobayashi H et al.
CAF Cancer cell-selective in vivo near infrared targeting specific membrane molecules. Nat Med, 2011

TGFB
CAF VEGF
Circulating tumor cell: CTC
Noma et al. Gastroenterology
2008

BI1 e ETGFRAEIC L HCAFMEMA D EEEAE

3R ITin vitroM EHE THRT PABNREBD 1 —< FACS

J

Interaction with
# fibroblast

Interaction with
¥ endothelial cell CC AF
© TGF- secretion

© VEGF secretion

Cocutured

fo
H

B3 Circulating Cancer-associated fibroblasts

Concept of Increased cCAF number compared to Healthys
Circulating Cancer Associated Fibroblast :cCAF

Primag Lesion

AT

Metastasis

CRC group Healthy volunteer

o) | | ik .11l
Bone marrow {> Cancer cell I N I - 1l 11
B = CAF 2 e oz o 5 o2 -+ f oz w

K Noma et al. Essential role of fibroblasts in esophageal squamous cell carcinoma. Gastroenterology, 2008

Patfent samples examined by FACS array. 509

CAF P

2 i
i N-cadherin Ab R 1 p=0.012
m. ciBAL 2 -
= [
NIH T :
- = O
ol = =
Lysis of RBC FACS ARRAY
CAF y: CRC group Healﬁg volunteer

FAP Fibroblast Activation Protein
Photoimmunotherapy 2
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