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An establishment of serum soluble LR11, as a novel biomarker in patients with acute
leukemia and malignant lymphoma
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LR11 is a novel identified type | membrane protein, which is highly expressed in
two major hematological malignancies, acute leukemia and malignant lymphoma. Serum soluble LR11 levels
were significantly elevated in newly diagnosed leukemia and lymphoma patients compared with normal
controls. In regards with Diffuse Large B-cell Lymphoma (DLBCL), one of the most major type of malignant
lymphoma, elevated sLR11 levels were associated with well-known prognostic factors reflecting patients”
condition (PS and age) and tumor burden (serum LDH, clinical stage, and bone marrow invasion). While IPI,
previously established prognostic scoring system, requires several clinical factors to calculate, serum
sLR11 is a simple and powerful biomarker for predicting the high risk patients. And combination of sLR11
and IPI enables more accurate predictive system in DLBCL. Furthermore, serum sLR11 was found to be an
useful diagnostic tool for distinguishing intravascular large B-cell lymphoma (IVLBCL).

LR11 B




(1)

LR11(SORL1)
LDL
LR11
LR11 sLR11
(UPAR)
Z A UV AR O R 2 A5 -l A % T
sLR11 ELISA
LR11
UPAR
LR11
LR11 sLR11

@)

3)

4)

(1)

sLR11

sLR11
sLR11
sLR11
sLR11
( (AML): 23.2+26.3
ng/ml, (ALL):

147.82165.3 ng/ml,
NC : 8.8=%1.8 ng/ml, P < 0.0001 )

1 sLR11
1000 .
00 * %k
400 ‘ { * %k \
200
1004 Median
o 73.8ng/ml Median
a0 14.9ng/ml

Median
8.4ng/ml

=

Serum sLR11 (ng/ml)

H N s 0 O

ALL AML NC
(N=31) (N=103) (N=75)
B 20.9+27.1 ng/ml,
18.1+16.6 ng/ml,
12.6+6.3 ng/ml T

103.8+153.6 ng/ml

IVLBCL sLR11

385.324702.1 ng/ml ROC

AUCO0.9



LR11

2 IVLBCL LR11

(2) AML
(R2=0.52,
p=0.018) B
DLBCL sLR11
LDH
(3) ALL AML
sLR11
3
3 CR
sLR11
ALLﬂ\l:ls) - AMLiT:34)
o — B S
.
g w0 10
g ! * : +

Diagnosis CR

Diaénbsis R
B DLBCL
sLR11
17.0216.4 ng/ml, 10.7%4.2 ng/ml
P=0.02

(4) DLBCL sLR11
(ON]
PFS 2
52.2 s, 89%
P<0.0001 2
50.9% vs. 84.7% P<0.0001 4
IPI 2
47
5
4 DLBCL SsLR11
(08 PFS
10 L: sLR11<18.1ng/ml 10

L: sLR11<18.1ng/ml

» 08 ® o8
o o
5 06 H:sLR11>18.1ng/ml 5 06 H:sLR11>18.1ng/ml
2 >
S 04 % 04
kel 2
] o
x 02 & 02
Logrank P<0.0001 Logrank P<0.0001
0.07 0.0
o 10 20 30 40 0 10 20 30 40
Time (months) Time (months)
5 DLBCL SsLR11 IPI
3
0.6 -
z
% -+ -
5 o4 [ 2y-PFS
o — 1.5LR11<18.1ng/mland IPI "L/L-I/H-1"  86.8%
- 2.5LR11218.1 ng/ml or IPI"H” 77.8%
0.2 4 3.5LR11218.1 ng/ml and IPI "H” 47.4%
Logrank P<0.0001
0.0 -
T T T T T T
0 10 20 30 40 50 60

Time (month)

4

Ohwada C, Yamazaki A, Kawaguchi T,
Sugita Y, Takeuchi M, Shimizu N, Sakaida
E, Takeda Y, Tsukamoto S, Muto T, Jiang



M, Higashi M, Yokote K, Tamaru J, Bujo H,
Nakaseko C. Serum soluble LR11, a novel
tumor derived biomarker associated with
the outcome of patients with diffuse large
B-cell Ilymphoma. Leuk Lymphoma.
2015;56(10):2982-5.

Kawaguchi T, Ohwada C, Takeuchi M,
Shimizu N, Sakaida E, Takeda Y, Sakai S,
Tsukamoto S, Yamazaki A, Sugita Y,
Higashi M, Fujikawa K, Matsue K, Yokote
K, Tamaru J, Bujo H, Nakaseko C.

Potential utility of serum soluble LR11 as a
diagnostic biomarker for intravascular large
B-cell lymphoma. Leuk Lymphoma. 2014;
55(10):2391-4.

Fujimura K, Ebinuma H, Fukamachi I,
Ohwada C, Kawaguchi T, Shimizu N,
Takeuchi M, Sakaida E, Jiang M, Nakaseko

C, Bujo H. Circulating LR11 is a novel
soluble-receptor marker for early-stage
clinical conditions in patients with
non-Hodgkin's lymphoma. Clin Chim Acta.
2014; 430: 48-54.

Kawaguchi T, Ohwada C, Takeuchi M,
Shimizu N, Sakaida E, Takeda Y, Sakai S,
Tsukamoto S, Yamazaki A, Sugita Y, Jiang

M, Higashi M, Yokote K, Tamaru J, Bujo H,
Nakaseko C. LR11: a novel biomarker
identified in follicular lymphoma. Brit J
Haematol. 2013; 163(2): 277-80.

. Serum soluble

LR11, a novel tumor-derived circulating

molecule in acute leukemia.

LR11
7
2015 10 16

Serum  Soluble  LR11, a  Novel
Tumor-Derived Biomarker in Diffuse Large
B-cell Lymphoma: A  Multicenter
Prospective Analysis.
LR11 B
77
2015 10 16

LR11 sLR11 Intravascular large B-cell
lymphoma IVLBCL

111 2014 4
11

OHWADA, Chikako

80436352

NAKASEKO, Chiaki

30323398

TAKEUCHI, Masahiro

50466702

SAKAIDA, Emiko



60422218

(€))
BUJO, Hideaki

80291300



