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The analysis of a novel chronic inflammatory factor in nonresolving breast cancer

Nakano, Masahiro
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Breast cancer is a leading cause of cancer death in women worldwide, and its metas
tasis is a major cause of disease mortality. In this study, we examined the relationship between angiopoie
tin-like protein 2 (ANGPTL2) and clinical features of breast cancer progression. We investigated whether s
erum ANGPTL2 levels were associated with clinical features in breast cancer patients. Serum ANGPTL2 levels

in _patients with metastatic breast _cancer were significantly higher than those in healthy subjects or in
patients with ductal carcinoma in situ or in non-metastatic invasive ductal carcinoma. Serum ANGPTL2 level
s in patients negative for estrogen receptors and progesterone receptors, particularly triple-negative cas
es, reflected histological grades. Our findings indicate that serum ANGPTL2 levels correlate with breast c
ancer progression.



70,000
ER
PgR human
epidermal growth factor receptor HER 2
(TN) HER2
TN
(Angptl)
Angptl?2
Angptl?2
Angptl?2
Angptl?2 ELISA
Angptl?2
Angptl2
Angptl2
Angptl?2
Angptl?2
ER
PgR HER2 3
Angptl?2
PCR
Angptl?2 Angptl?2
Angptl?2
Angptl?2
Angptl?2
Angptl?2

Angptl?2
MCF-7, T47D,
SK-BR3, MDA-MB453,MDA-MB231
PCR  (Takara) Angptl?2
MCF-7 (ER+,
HER2-), T47D (ER+, HER2-), SK-BR-3 (ER-,
HER2+), MDA-MB453 (ER-, HER2+), MDA-MB231
(ER-, HER2-) RNA
Angptl2 mRNA
MDA-MB231 Angptl2
1 MDA-MB231 TN
TN Angptl?2

(fold)

Fold changes in
ANGPTL2 mRNA levels

o

2 o<
& & vl

N >
& &

(B1) SESFLELIRMAAMRICE [T HANGPTL2O R E

Angptl2
Angptl?2 TN
MDA-MB231 Angptl2
MDA-MB231
MDA-MB231
Angptl?2
MDA-MB213
Angptl?2 ELISA  (Human ANGPTL2
Assay Kit :-IBL)
MDA-MB231
(Cell Counting Kit-8: DOJINDO)
Angptl?2
3
Angptl?2
Angptl?2
2
MDA-MB231
A) ®)

(fold) ng/mi)
4 p<0.01 70 p<0.01

3
3

3

a
3

2

ANGPTL2 concentration
N oW B
S &3

Relative cell number

1

o o

0

12 3 (days) 1 ot ooy (@aYS)
Incubation period Incubation period

(2) SLEMBA¥EMDA-MB231 (D HE 5E L ANGPTL25> 54
A: MDA-MB231%3 A fEiE & L= L= DML I4TE
(1B B O¥ZE1ELT)

B: MDA-MB231%3H I #EL =L EDEHE LiFHIC
BENDANGPTLLAV N REDH#R




(MB231/Luc)
JAK3-deficient NOD-SCID (NOJ)
8 NOJ
MB231/Luc Angptl?2
3 6 9
9
Angptl?2
9
3
Angptl?2
@A) high
"
0038 (B3) R I RBEETIVICE T DIES
DEREMAPANGPTLRE

(B) (ng/ml)  [p=0.36 p=0.0651
25

A: MB231/luck REFR LI IAD

2 @ FLARICR FHHEL . $EEFR0ICIE

BOKRES, GBERRLE:

15

R =] B: MB231/lucZ REF LTI RD

05 FLARIC R FHAEL . EBFHYI
MHANGPTL2REZRIE LT

Serum ANGPTL2 level

o-L—1 1 1

Weeks after implantation

Angptl?2

Angptl2 Angptl?2
Angptl?2
(Advanced)
4

p<0.01
STy YEEmL)
p<0.01

p=0.69

| —— |
(ng/ml)  p=0.37 p=0.63 p<0.01
10 I 1] 1 1

. > -
8 H

TRRR

O
N @(\c?’
s

B

Serum ANGPTL2 level

(FE4) FIEOHEITE LM PANGPTL2IEE

(1DC)
Angptl?2 (DbCI1S)
Angptl?2

IDC

Angptl?2

Angptl2 (NG)
Angptl?2
HR- HR+
ANGPTL2 levels P value ANGPTL2 levels P value
Median Median
(25,75 percentile) (25,75 percentile)
T < 20mm 45 237 0.868 264 226 0.202
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