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(57) Abstract: The present invention relates
to a biomarker composition for detecting a
white matter stroke, containing a toll-like re-
ceptor 2 (TLR2), and a medical use using the
TLR2. The TLR2 can be used as a biomarker
for a white matter stroke by defending against
ischemic demyelination and oligodendrocyte
death, and it is possible to treat or prevent
ischemic white matter stroke by targeting the
TLR2.
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mm Aclar Z 2 27 Zal 28 AL Ao A A AA 7T} o] & A o)A

M| EZE 33] PBSE Al AT 3~ 204 5ot 49% st} X S48 =2 A A AT in
situ Al 3ZA} HF 7] E(ApopTag, Millipore)E ©]-8-3}o] kA 314 ¥ QLo tjf gt
TUNEL ¢ 45 5888} 5 v}

21 A = 40 A E vFe} o] TLR2 Yol OLS At Z ol 1] &
OGD¢ll u}e} TUNEL ¢ A o] A A 57}8k+ 31 o= vrEbyhol] whe} TLR2 Yol
OL- g7t & tel vl 3 OGDell K.t} gh==Ad o] Q= A o= 2l v}, gha,
12 59} ZFo] TLR2 &A%l Pam3CSK4E *]¢] S+ A3 OGD %4 OLAME
A 7L/\/\]7ﬂr/}

<AAd 3> Y28 BEF A

ET-1 7 7Y & Q2 ET-1 79 ¥ 24 & ofo]| 25 gho] Al 2= k5920
mM Tris-HCI (pH 7.5), 1 mM EDTA, 5 mM MgCl,, ImM U E] 2 E o] &, 0.1 mM
Hduedxd S5 dto]= F bl 58l g 4 /QIAE3l G4 oA A
Zre| A& S oA T H A AT v g M SE= PBSE 23] Al gk 5,
gpo] Al 2= kE & o] &-3fo] Mgkth &) B A

o
201 5 AL A3, FFA G 20

SDS-PAGE = l"ﬁ:ﬂ 3}aL PVDF ‘jﬂﬂﬂﬂ oJ(Immoblhon—P; Millipore)gi & Z\ir/}.
71 B RIS Aol X 1A ZE ERF 5% A e A G loR

A 3lo] 527 A7 3, @A =, 3F-phospho ERK1/2 (rabbit monoclonal; 1:1000;
Cell signaling), ¥ -total ERK1/2 (rabbit monoclonal; 1:1000; Cell signaling),

g}F-phospho Akt (rabbit monoclonal; 1:1000; Cell signaling), }-total Akt (rabbit
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monoclonal; 1:1000; Cell signaling) = &-fN ¥l (1:20,000)2} BH-5-A] H T Al g 3,
AR QNS Aol A 241 Ft Sz v 4 S A EA] 59 231 3HA of
HE-S-A] Z T}, vpA] 2 O 2 ECL(enhanced chemiluminescence) 7% A 55
o] - 5o] W1 e|ol-2 A ZH8k5l k. 11 A3} 1 63} o] TLR2 () A7 ol 4=
ERK1/29] QI4Fs}7} Aok o) 2t v &l Fol w8} A sk 3l

[65] <A Al <] 4> RT-PCR R A % A A7t RT-PCR(qRT-PCR) &4

[66] E 2] Z(Gibco, Gaithersburg MD)=- ©]-&3}¢] & RNAE v ¢ Al 32 H+= ET-1

Y o Ao REE FE63 T o] B A o)X RNA= 260 nmol] 4]

BN 2 ekt T RT ZREFS 0] 830] RNA 1 g5 cDNAR

AL A2 11409] cDNAZ 10pM 9] 763+ 3 efo] ™ 43} 347 PCR W&
o] B] £ 3} (GenDEPOT, Barker, TX, USA)ol #7}38} v}, o] wf, &3 242
ool 2 AR&-3h9 o)

[67] 18S ribosomal, 5-CGGCTACCACATCCAAGGAA-3'(forward, A & 1),
5'-TGCTGGCACCAGACTTGCCCTC-3' (backward, 4] &2),

[68] TLR2, 5'-CTCCCACTTCAGGCTCTTTG-3'(forward, ~ €3),
5'-TCAGGAACTGGGTGGAGAAC-3' (backward, ] €4),

[69] TNF-a, 5-AGCAAACCACCAAGTGGAGGA-3' (forward, 4] €5)
5'-GCTGGCACCACTAGTTGGTTGT-3' (backward, ] &6),

[70] IL-1B, 5-TTGTGGCTGTGGAGAAGCTGT-3' (forward, Al €7)
5'-AACGTCACACACCAGCAGGTT-3' (backward, ] &8),

[71] IL-6, 5'-TCCATCCAGTTGCCTTCTTGG-3' (forward, ~] €9),
5'-CCACGATTTCCCAGAGAACATG-3' (backward, 4| € 10).

[72] gRT-PCR-> Applied Biosystem SYBR Green PCR 7] E 9] 3 2 & #-5- u}-2} 7500
Real-time PCR system (Applied Biosystems, Foster City, CA, USA)E ©]-&-3}¢]

A 83} A T}, T2 94°C ol A 30% B9, 55-64°Coll A 31% & <F, 72°Col 4] 60

o34V 2 —rﬁ(ﬂﬂ o™, CT 4k Applied Biosystem 7500 < ©]-8-3}-]
A8l o, 7+ A 8= 18s ribosomal RNAS W 4] U] 2" 0.2 A3 o]
REEE =S

731 A = 76 9k ko] A i AR A ET-1 5] T A oA
TLR22] mRNAZ} $-2] 1| 8} A] %7819 a1, 9% Alo] E7}el OJ TNF-a, IL-1p,
IL-65= TLR2 (-/-) A5 o+ A& = A F 2] 729w gk ZFol 7} 1St

[74]

751 o) gk ol B e S @R Ao o =] o) A glont, v
w2 o] 3lol] 93 A Fov] B wgo] £ahiz 7% Rokl A F4
2% b Aol ]3] 1 kg e] 74 Ak ool 7] A AN 99l B
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[Fig. 1]

wild Type TLR2 (/) Wild Type TLR2 {--)

o,

mBp

8.0x1Q%/

8.0x 1008

O 4.0x10%4

Lesion Yolume [pm?)

> 2.0x 10 L___

0‘,0 I . : -
Wikt TLR2
Type (-4

NAEK (= H91X) ISA/KR



WO 2014/123288 PCT/KR2013/007825
2/6

[Fig. 2]
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[Fig. 3]
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[Fig. 5]
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[Fig. 6]
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[Fig. 7]
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