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W 3 7l

FREgZdl(Leukotriene B4; LTB)S w4 % TAASE ilstes 5-2ZAAYUA ARl 93 ofg}7]=4HA
Mo zRH FAHE IF5A 9= wiAA Foluk. LTBE BLT1F BLT2 o F 7HA FEe) &AE 2¢d
o7 AEstH Js Fe= Aoz dHA vk, BLT2+= GPCR(G protein-coupled receptor) ¥ % St =2
LTBoll dial] @& 3HES zte Ao, 5-YFAAUA & ARE S8 59 otgy]|=2HAA) 9] &
9= wj7fA o]t}

3, BLT27) A2 2 oS ¥383k 28 J5A Ak (inflammatory diseases)¥ A#H o] glgo] HirEo] gl
(Yoo, M.H., Song, H.W., Woo, C.H., Kim, H.G., Yoo, Y.J., and Kim JH. Role of the BLT2, a leukotriene
By receptor, in Ras-transformation(2004) Oncogene, 23, 9259-9268; Cho KJ., Shin YH, Kim H.G. Seo JM,

Yoo MH, Chang YS, Cho SH and Kim JH. Blockade of airway inflammation and hyperesponsiveness by
inhibition of BLT2, a low-affinity leukotriene B4 receptor(2010) Am. J. Res Cell Mol Biol., 42, 293-
303 5). dE E°], Rat-2 A¥(Rat2-BLT2 cells stably transfected with human BLT2)oll A4 2] BLT29] ¥}Z&

2 71 AEARF 2 3854 (chemotactic responses) 2 AT FE ),

olo, ¥ WHztE BLT2-YA] &4& Yl d3EE 2389 37 A% A7 AT A, 34 19
TEE e 338l 58 BLI2 A 24L JHHS A¥How delste], A7) 83E] BLI2 A TS
o] g3t o 2 HA¥ T v BLI2E wiviEe d5d ZEES o 2 X557 A 2 Ee v 2
Hs Sl

Yol

(Ml E3]%3 0001) Yoo, M.H., Song, H.W., Woo, C.H., Kim, H.G., Yoo, Y.J., and Kim JH. Role of the
BLT2, a leukotriene B4 receptor, in Ras-transformation(2004) Oncogene, 23, 9259-9268;

(M)E3 53 0002) Cho KJ., Shin YH, Kim H.G. Seo JM, Yoo MH, Chang YS, Cho SH and Kim JH. Blockade of
airway inflammation and hyperesponsiveness by inhibition of BLT2, a low-affinity leukotriene B4
receptor(2010) Am. J. Res Cell Mol Biol., 42, 293-303
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Aw, olo uhet BLT29] Zpdde 7|93t A5 AFE oW &= Xs5ste a9E Yt

ojo] Zighe &
= 18 BLT27F 23 A &S A¥E(HZ; Rat2-pecDNA3.1 cells) 2 BLT27} wHal= *ﬂEE(é%éﬂifi Rat2-BLT2)

Z47re] MEATS G213 afoeR, A% a9 BLI2/F HAHA & ME(UET; Rat2-peDNA3.1 cells)9
AEQGS SQlg adoeln], 8% I BLT27F Hdd AE(Ed: Rat2-BLT2 JX o AlE)e] AEAGS
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hydroxy—4-[[6-methyl-6-(1H-tetrazol-5-y1)heptyl Joxylphenyl ]-ethanone)ol H]&}o], 34116] <=3+ BLT2 A
L= BLT2 o o3k AlxAdde] dAasE UetdS Agdos g13te], 2 Wiy 443

TAHoR, L wge ey 19 TRE e 9Es xFete 954 AR O e A58 4=
gk gojvl, 7] steka 19 FxE zte HiHE B QY] 2AES AHESte] 454 dES oY B AR
ah= S E3E
A 18 v 22 rRE AT
(et 1D
R2 R1

0
R3 —N N —NH
71 S 1elA, R12 YERT], Alokwr], ofd7], opulier], A™7], olvl 7], owE gghE 7] Hi=
Abolml= Z7jelal, R2i= C1~C59] &7lolal, R3& C1~C5e] 471U 4 vk, wtAsAl, 47 RIS UER

7lolaL, R2E WE7]o]al, R3S HE7d 4= Ut}

b
%0,
o

TAHeR, A7) sekA 19 FRE Zte sgE2 8] e 1-19] FEE e seEd

(884 1-1)



i

°
el

ez ]
=

ololl A%
L,
ER

BAACA o
o A

Atk
:5—1:_

oA 7

oF

B
4=
oAl

b e

S

s BLT27} 2471

[¢

HAE Fo

o T

L

o

2-H DN~ (4] ©-1-3] 2} 21 & )-3-1] E 2l Zo}who] = (2-

methyl-N-(4-methyl-1-piperazinyl)-3-nitrobenzamide) ¥ 4= UT}.
1l ®b 9dv}. BLTZ A

PCT/KR2008/0016495. &

[e]

p

=

Y5

BLT29] ¥

H,C
[e)

.

MH

M

dsA A

H,C—N

[0021]
[0022]
[0023]
[0024]

v

o]

A
W
]
N
Al

NeN
=

Heko = o

] 8

o
=

CRRPY

S BT

9]

o Aol A

FE, gAZ

A3

1

ks)
el

o] &3k BLT20l ¢

R

a7 A

=i
=

BLT20| LTB4e] Z3}, BLT29 &3}

[0025]

i

ZM Akt 2

i

% gl

ToH

;él—

ok, w7 A A

2~
T

Q]
=
A

3 &k

o]

ta, AaH o R LIB-#5=d F34d& A

55

o]

OZ‘1

=

F, LTB~F=% R0OSS A3

°

El

5

7K

244, WY, A

3T

oA, '"A'E A AAL, mRNA

=

=

<

A, 2 E=A

T
H

PCT/KR2008/001649
ksl

o
=

=
=

R

1513
=

=

[}
PR

2~
T

a1
=

g

2=

B R 0 ARAY
o 83

[

=

tol Alxd
= A

°

g

I

A

=

FA1Q1 LY255283%}

[<]

HZA

o,

p
L

TA A, 7

3 BLT2 4

5

2 38
DA, &2A, &9

i

°
el

E
S

[0026]
[0027]
[0028]
[0029]

850

A

ok
2F

7} =

=
T

)

[0030]



g 2 A

0]

o~
T

1o

AZE,

o}

FA A Al

5

2] 3]
12
5)

2} 2]
3

1=}

of gloiA 88 TFsa oA

2

=]
=

J

A
o

=

A A 85 =

o

[e)

[0031]

TER Y 3. oF 51 of nE o < w0 ~—
f ~ = —_—
S N 7 - _o _ Mo T T m.— by ol e o ° o el on o J}M\)
T o = jolm = o L W oK xo
= X n ol = <N A= R
i - - o “uF e 2RTE " TS Ew® L3
Al . B = oI BKOW e ylo T N 5K HR . i B DR I,
my %o ol FRg —~ 7o Ty o — < - . A ©
Xﬂm_vMM - % OA:,LEAT 50 FLﬂﬂAxET " m [aN] mllﬂm AU%.IA
s wmfr? z e = o Ko . ol aoi@w E L mA M ﬂm/man = 2
o S - - iouliy 5 = BN < N KO I ZE N =
o ﬁ e g dw = 2 e aﬂ ° M S M ;o) i S 2S5 2 9
o R T T KW ey - - n < o T - = £
e gl = = gRgT . X kwwm T oy Y Bimk o &
dmeTem o f w0 O i i -
,M K :.L ) @ . ﬂ! ;owu ny 7o iod T AT ol - T T = = w o V < . ©° 5 TR
W " 5 E = & 5 oy o W Qi o E o T - S Sw 2 5 M
B TRET 4o F4 Py _wE 4 A EY  TE o Ao ZEHG £ 5
i —_ - —_ — — B3 — = —
SEBLET B by kET M TOEE 5 B T z28%% 74
o T . H =6 N i = T oo H Mﬂ (£ el % S I
- LR e 2 B < ;
G Fm g e o §T TN N T ) L -
w2 T oo Hoow oWy T i TS5 .8 o o
R T BT MR o BT G <o wE = N R S
W w2 R = o O 5o W 2o T M o} # ) o — ~ 5 3 %
<] JEl . ! o < = N — B - = %o 9 < = - o B & X
43ﬁﬁ1@ﬂo T W%ﬂ < @ATXU m 0 = . EE &g & O
T ER = - 5 | 0 ~ 'z f
T .S T o Mo oF o0 wY o o A_nA/T " K R B
T A o oar g = No <O e et Ni if 1] = » o o
FrET R TE oy T o o & X ] S 0 e > S iW T oL
doga ™ 3T T =o Nw T - R NE o o e 2 SNy N
_ LR T 3 = o N
< do ..o £ = o mrﬂmﬂ_/ahzu uM oy o - ope momﬂm iy L 6 O o = g g
xR 5 Ko z Mo E K g @ i s A X o © t- 2y o &
RS o N = RV PR X X ol _ 2 o=
Ryl by % E F oL eEE o Mg % kS - 2gEg T
sp PR ew 7 cwm BERST o 3z g9 A z EZ=2l %<
DL El Mo =0 BETRSD L wITL w3 5 £ EzZH o5 X
,iLithdl = o 7 M Noar oo =P W wm = W a o o= & W
& B o TR o T o_ulﬂ R Y of . K o Eq_ol s & EEAT =
BT e I@ B T T e % ) 5 sz B Z
e S8y X = - = facE B S o . T M = = L2 =% v K
A‘|01V| N X ) H X &o,mes Mo 1_U ot W el T I - .lbw - =
o) _r:.L o 70 y,mﬂlllwml o) © <0 ﬂW . :.L - — ZE it /L\Um . ..nnau
Ao b A Wl ol Md_u - mo BA - T < i o iy = ol mm ° ,mo S Zﬁ % £ o T e o
- S Mook w W o Pxoe e R o ] e s . 4 R £
- —~ no - 9 © = iy = nZ T S B =T
R I RO Uwﬂuw o Fow o i T A gy o W o R T Eaﬂw B oz
~ pralitc S iy = . Lo Ho N oy o B — - 8% © bS] Qo
R Ne B D omdh By ) i ogm N g o % % Sk £ W
o WL " AOZA W oo NModde T omo oy N <T o] RO oo B Do ==
o 2R % RIRA, NI U - T o o 20 m.ﬂc,.mﬁjuuz
- o = e = j = -
Arxfrwﬁ Bl B oo 3 M -y KT =W oo T 5 = EER o n
AR R N - s FEipx & 5 L S R i 2 NEM 2 =y ®B
N R CEPTE- A B Ela e M F g T ° & wo € ,uwzuﬂpmwr.
o) o T o X o X oS0 N — < wo © —_— = o v o N 2 !
- o — o) o yog = ‘I\#I.\.ﬂ ,lA <X N m@ﬂ (OS] = =
& K %o do 1o 5 BO H_m g X g Ho = - Wa qnv o 5 Mo 1D Gy <N i ™ R =] = MA 3
n o A T Hom®ow ooy JoET A S L oo ° Bo =< o — 7 d S = F 3
wﬁ%%@}nﬂn I BEER s P mEy?mw E g T G mmmﬂiﬁm
~ ) = ~ 1 - N o W S = S 5
= T BT T T s e T T %%MM wﬁwm sz my Jmmcﬂmz it
M mAH o IFEDS W E W
N I~ oy — — —_
g & B g3 = Z x5 =
= =2 =2 S S S = s 2 =y

£ HA-tagged human BLT2E =Y

hvA
i

1, Rat-2 Al
Al71a, 0.4 mg/mle] G418 (Invitrogen, Carlsbad, CA, USA)= A1

o

g

A

34

o} 3k Rat2/BLT2 E&(stable Rat2/BLT2 clones)d #AZE ¢
}+= pcDNA3-short form BLT2Z

°©

[0042]



[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

SE50l 10-1517414

aklch. BLT2 L3S 2393y 9, 7] e 2 Eo|4 BLT2 ZElo]w S A43l= RTHWICRE &
Ak, EAe F8S BLT27F B A E (A3 Rat2-BLT2) & A3 AL&3lt).

ri
o
rO
ri
4 m

Fzxd 2: BLT27; 2dE AXoA9 Fod AEAF g

AEZZ2o] 3k BLT22] &32 2935ty 8, A7) Fxd 164 =83 BLT27F B3 E A Fe A T(Y2d;
Rat2-pcDNA3.1 cells) % BLT27} 2w AMEAI+: Rat2-BLT2) 1X105% Z+7F 60 mm WY A (culture
dish) Aol B8} 2417 E<F widstdet. o & $J4-x&dm]) 7 (phase-contrast microscope)dloll A A3
P2 AFsta, E4W 5F vjebd2 (trypan-blue exclusion method) &2 Alate] = 1o VehHIT.

= 18, BLT27} @3 =R &2 A E(HZFET; Rat2-pcDNA3.1 cells) 2 BLT27} 2a ¥ A E (A& Rat2-BLT2)
z}zto]l MEAAAS elet agom A% e BLT27F WEEA] e ME(UERT; Rat2-peDNA3.1 cells)9l
MAEAZAS glst adoln, 2% 738 BLI27F HdEE A¥E(AIT: Rat2-BLT2 oA Mx)o AXEAFFS
1%k c1giott.

AEAD, BLT27 HE A 2 MEZ(UZ"; Rat2-pcDNA3.1 cells, €% Z19d)ol HsiA 2 BLT27} 2dH Al

ﬂl

E(AHT: Rat2-BLI2, 922 72)7} 2718 AEAES JEo(2.5-0 271). =, o7k BLT2 2 obd st
HA AT Rat-2 A FEE =719 AAS eSS dolEqdn).

A 10 315H4 1-19] 3jHE9] FH|

3lstal 1-19] 3}3HE(2-methyl-N-(4-methyl-1-piperazinyl)-3-nitrobenzamide)S H]FtH(ChemBridge, San
Diego, USA).

Hlale] 1: DMS0S] ZH]

YFEFo 2, DNSOE T4 et (Sigma, Co.).

H)ild 2:BLT2 JAAe] 4]

OFA FTo ) BLT2 AAAR ddlA A= LY255283(1-[5-ethyl-2-hydroxy—-4-[[6-methyl1-6-(1H-tetrazol-5-
v1)heptylJoxylphenyl]-ethanone) S <H] 3} tH(BioMol, Plymouth Meeting, PA).

A8 1: BLI2-FAE AZ B3 dF 85hy 1-19 e a3 F<l

BLT2-F7He A2 A7l ol 318k 1-19] sigh=e] axs @lstr] 98, 7] Al 9 nlade] st
&, BLT27F A EA] @2 Al 2 RBLT27 23 e AlE 22 7heke], AE SA S S48

TFAReR, 7] Fzd 1904 E4)E BLT27F S E A 9 AE(HFET; Rat2-pcDNA3.1 cells) 2 BLT27} @&
9 AE(AFT: Rat2-BLT2) 1 X100 2 60 mm 9% AA|(culture dish) Aol B33, A7) AAe] 16]4
ZH)e 532 1-19 3HEE 7.5ug/ml, Blae] 19 DMSO 10 uM ¥ ®luld 29 %A thEQILY255283 (an
inhibitor of BLT2)Z 3ug/ml & 7}3F 24X 7F ot wjgFEte]l AV MEES FEsta Edd EF wjebdy
(trypan-blue exclusion method) o & 7| o AFAINE = 20| YEFS

T 2% BLT27F 2EEA e AE(HRT; Rat2, £2% 19) 2 BLT27F 23 WE Al Z(Rat2-BLT2, 9% 1¥)
of ¥ wnde] 2}8ha 1-19) 3, LV255283 H DMSOE Z7h 7R3t 4o, AE SHEE vehd ool
T 22 FxEW, BLI27F 2w A E(Rat2-BLT2, 9% 3o A 3484 1-19] 3}3+&o] vl 1(DMSO A &];
Rat2-BLT cells without compound treatment)o] ®]&] 68.2% ¢ F24%E Jehdict. zev, A7 3FES
BLT27} AW =] ¢F2 Rat-2 Aol digh A &d= JeEhllA] gtk 2t Rat2, 8% 17).

kel
.
319l
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[0058]

[0059]

[0060]

3
inhibitor of BLT2)Z 3ug/ml HX#3 725, Hlud
treatment) ™Y 79.45% ¢ FAEE YEhWLh. (T 1)

1(DMSO
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F9 | BLT27F 23w A|3E(Rat2-BLT2, €% 1)) tisle] A dixvo® AL8d vlad 29 1LY255283 (an

x12]; Rat2-BLT cells without compound

10408 B2 W 277.45 34.38

35.07

34,73

_GEABIEY CIONZECIND
10499 B2 (‘):"M'“‘-'“‘- 318,29 36,44

37,88 are 1.02
EOEELT) G BH2BCIND
10626 ci W 283.84 36.49 36.72 38,61 0.16
P C1 LT[ [ [ PLPI]
10529 W (;rM,M 318.20 37.80 37.61 37.70 0.14
5582805 g -0 T 0 C2511603
10531 H8 T O . a64.4 36.03 41.18 38.61 3.64
ﬂ.:ll%lf_\'il
5573553 CIBHIIND
10533 D2 W 277.45 3569  42.91 38,30 5,10
~

gontrol Nl 40 % - 60 % oioliferalion dog

5463329 - I— % C2BHIANZ
308.6 60.80

5568488 ~w CI3HIBNO3
10527 1 R }8 278,31 67.94

68,22

LY255283 e ._ . i C19H28NA03 -

360.5 { x2135 % 3ug/mi) .45

, 3}3HA 1-19] 33FEo0] BLT2 AAARE delAd &= LY2552830] Hste] & A

] &% BLT2 AA&7E e

A7) A ARE Eaf, 3 1-19 33E(2-methyl-N-(4-methyl-1-piperazinyl)-3-nitrobenzamide)©] BLT2-

=
FEH AX FAE vg 7% 282 AT F ASS
e UE e BLT2-¥E d5A 23 JgAE 93

3ol

selsta. webd, 47 shEe, P9, 3

(

(242 &8 7153k BLT2-9A oF&a A2 (BLT2-
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B 5562458 2-methyl-N-(4-mathyl- d-pipsramimy] b3-nitrobenzamide

. 100+ 100-
&

"f 80- % 80-
£ o g -
= 40 -% 40-
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: "
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