ZIHS3d 10-2013-0001323

G (19) W3l =538% (KR) (11) E/H¥E  10-2013-0001323
‘ (12) 3/NE3FTH(A) (43) FMLA  201313012€03Y
(51) = A58 &F(Int. Cl.) (71) &4<
CO7F 9/72 (2006.01) CO7ZF 9/74 (2006.01) HE 0B FAx, o FUHAH QB gAx A
A6IK 31/285 (2006.01) A6IP 35/00 (2006.01) 28
(21) Ed¥s 10-2012-7030429 (-3h) v BARAFE 78701 QAE YAE 7TH AEZE
(22) ELLAH(FA) 20054079159 201
A TR 20129119214 Tl GALA oo] & A FYUBAE A2H
(62) 9= £3] 10-2007-7003723 Ulj7;077843 3369 Eaf=F Zhe]A] 2ol ol
o
AZAAA(TA) 20053079159 Jhﬂ 3369
A TAA 2010807814 (2 gss
(85) WwAEUA 20124119219 7=, == Al
(86) =AZ QN5 PCT/US2005/025192 Qjﬁ”fggf”i ZefA zHelA wv =
(87) =A1F7/IHME WO 2006/020048 e =
ZABAAA 2006002923 HEAL, SE
o = WS 77054 BARAFE FAE #2835 WU AEE
60/588,596 20041074162 W] =(US) (Fvlo] 7<)
(74) vzl
A9, 34
AA AT 5 F 15 3
(54) el W3 o NEE A% AIFE L g
(57) 2 ¢F
wowne 7] Mz SRS AT, Uae oF SREe w8 @ 99 )9 gae) A B AXT,
W oy gaje) oby @el Aol teled 4@ ART AESH B4L e,
JEE-%
120
100-
x 807 B TIES
4 god ~+MER1
20 .
40
204
G T T — T 1




(72) gz}

o], o, Ao,

"o 77024 GARAF F2E EEH AR 810
ZEFEAQY, I

"= 77401 BEA}E Wlglo] 2dE 4510
2d2-gnl dHo

WA F 83249 AT} FE2RAR
FEYOIAE - 22— Y& o F Y IJA T2 #25 o)
H7FE 2~

ZIHSd 10-2013-0001323

HEAEIAT, A2
w= 77030 YALAT F
Hl=1515

7te, WZEg

ul= 46202-2111 Atjofuts AjofufEZ el
A3-2029 ~E 16 ~EZE 1345

2E {4 428 &34 EY




10-2013-0001323

[}

=

=

H

i
=)

7 st 119

[e)

)

COH
NH,
CO.H

1
of AojA, 24

3}

[<2]

.

4 11>
i3

2

5379 B
}

7% 3

ey
ey

=

Al

ke]
<

A

o

A 3}

o oA, Bt 119] SgrEel Ml

iy
i

ey

Al

op
N

o

o)
oF
it
i

o)

R

)
o
;OD
2]

el

AT 6

B

2%

ek, A, @9, met

AT 7
#6
AT 9
A8

oy

ozel

N

o

A% 1

o

ozel

N

o

w

1

o] FAtel ol8] Fols)

alil

ol

T

of $eiM, 471 3t

3T¥ 12

&

6



10-2013-0001323

5

=

=

H

e
=)

A

1

o
el

A

o

gHo 587}

13
-

=1
=

h=]
=

z}rﬂ]—

s}

7l

=
T

o e, 5 A 7 W99 phE 2=

o ghefA,

A7T% 13

&
3}

g Al A

A6

AT 15
A13

7l & & oF

[0001]

oy

o)

I A

7A
Y

[0002]

bape] X8

gl

k1
EERERE

3}

4 (APL)
FHomiEe dul AR L vsdAe Ao

EE

SR
o] Alteltt. wheEbA,

3}
=

holty. e,

3

Az o 2A

ol

An

EEIE]

=31(1999)

(1999);

5ol
17] 854 19) ¢

]

il

=
R

el

FA 2 E (Rousselot)

AU Rt g3 5A4do] v

9

A

o

H

Aotk (A o] ZTU E(Soignet)
3 (1999);

el
sl ssh 2ol

R

=]
ARX

#] (Geissler)

).

=4

<

7ol

(1999);
EP 1002537

<,

o] A

©
il

]

[e)

171 <]

vl Jh(WO 9924029

5ol
wan sl A AV ok, wapA,

(Wiernik)
AA e ARE

Az).

[0003]
[0004]

BN

alil
o
o
I
K
jn
N

s}8k2] I>
R2 R RY

<

[0005]
[0006]

ol A,

<

3

yAO

[0007]

(R)(Rye]aL,

L

S T Seolal;
=

‘_
=

= 0, S
- YV, My

X
W

[0008]
[0009]

=

ne 0 B+ 19]

[0010]

27 Z=PH o7 (4 FZdo)a;

pi
L

2

R

ul
=

1

R

[0011]



[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

[0019]
[0020]

[0021]

[0022]
[0023]
[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

[0030]

[0031]

[0032]

ZIHSdl 10-2013-0001323

R#_H Cr08, T G Z:_]COORO] al;

R™ S H, ofv]ae, Aopw, &7, o} olzotzl dHRold, dHRot2dd, 7t282 (232, (02

d, EE O d7delar, niggaAE Hola;
= -OH, -H, -CHs;, o}, -0C(0)Cip0b2 Y, -0C(0)C1 0¥, & -0C(0)oFHolaL

RE —OH, Ao, Coo®3A, o, 0-0k22, 00000, b2 L7, -0C(0)C, 027, -0C(0)oh, e 2
2l A gl o] a

RS H Ee Gl

B oubgo]l g2 9l ddd dady gl e dr] 34 119 33E v 19 gFow 347}
53k fola, oju] 2 FE Y o] FFES S 125CTHT Hr):

o]
CO,H
HN
M S H NH
€., - 2
As
. b

Me (o] COH

dofe] HAAFEA, F7] va stgtES 8] shehA T119] x5 Ze stgEolth

<gfstA 111>

XE S ®= Se, wFHASAE Solar;

W0, S, B2 R)R) (o)W, 2+ RE =g oz [ & (9P d)ola, neasAE 0o)i;

7= CH & N, w2 skA = Nojar;

R 2 RE Egdom ¢ ,2Zolx, nadads R 2 RE Egdon v, o, 22 9 ojaxay =
oA el
= OH, Aok, @Al obue 0-oF= R, -0C(0)C, b2 S, -0C(0)C, 1,2, -0C(0)okE, i =

RD
24l A ghAelal, npghzsAlE= OHolar

R —8—_ H Cl 10 = Z_:]_O]

RS 2220, -0H, Coe2Z-CO0R, Cia®?, s TAl, oulie, opul e, Aokt B UER S|4 dels

woagel e B4, 54 % ojge ey whel AAd AYe my Bysld ol e, gy
el g AHonRE ¥ owge ax 0 pFUe td ws % Wge oA 1] Wiel, Wyl g
A o= B ougel wEA e ANFHE AeslE SR, BA 48 Aol A



10-2013-0001323

5

=

=

o

i
=)

i, &2
|

3
A=y

tel 3

S

7FE dERiZ] 9

A

iy
o

[0033]

S
A 3

3]

1
=

4o
kel

1 o

o

A =z
(MER1) =& Ababsin] Ao

F

A
Qs

]

L

o
-

MER1 =

o Sty ol A teEl &% 4
94

=

al
9

A4

=
=

NB4
MER1Z A 2]¥ A%+ CNS Al

MER1Z A &
MER1Z A €]
MER1Z A &
MER1Z A €]
MER1Z A €]
MER1Z A &
MER1Z A &
MER1Z A &

3ax
3b+=
3ce=
3d+=
e
3=
3ge
3h+=
i

.
il
juy
X
oy
a
oy
a
oy
a
oy
a
juy
a
juy
a
g
a

HL60

]

me
o)

Hjj &

o)

1o

o

sHA 32

(SALD) ¥

<)
N
)
o]

A

J

_2_]:/]

N

o s-tjvjelol A

-
X

Hi kgl NB4 Al

o

F

AR
f= RENE

O} 2 A -2-F FEFE] 2 (SGLUL) HE+=

1=
=

SAL1Z A g]d 217k (NS M

SAL1Z A&
SAL1Z A ¥
SAL1Z A ¥
SAL1Z A ¥
SAL1Z A ¥
SAL1Z A&
SAL1Z A&

SAL1Z A 2]
A A1E FE=e] S-H v

A
f
A
.
A
.
L
.
A
L
L
.
A
L
A
.
A

L

[e]

.

5a
5b
5¢
5d
5e
5f
og
5h
5i
6

I
72 HL60 Al

sy
_
sy
_
puy
_
g
_
puy
_
juy
_
puy
_
sy
il
j ey

a
sy
il

AEES e

2!

F

AR
f= RENE

2 SGLUL ==

-
X

SGLU1Z A &® A%+ CNS A|E
SGLULZ A ee <1k

SGLULZ A 2]
SGLULZ A &
SGLULZ A 2]
SGLULZ A &

A
.
A
.
A
.
A
.
A
.
R
.

8a
8b
8c
8d
8e
8f

g
a
g
a
g
a
g
a
g
a
g
a
g
a



SIHS31 10-2013-0001323

T 8gi SGLUIRE Hel® AzF A7t AxFo F248S vehith,

% 8hi= SGLUIE Held AzF dagt AEFe T48S vepic,

T 8i SGLUIE Hel® AzF et AxFo F28S veRit,

T 9% AAE FE9 MER1 v iRbshu| el 37 34wt wigE 94 =4 WY AL) $Ape] ©E) Ax
o] Ax AEES YERT

T 102 AAE sE9] MERL & AMaksiu sl 34 4B widE AML $hxte] @ Az Ax AESES U
ERTE

= 112 AAE sEe] MERL B AAbstH ok A 5U St wi ke AML Eabe] w3 AlEe] AE YEES
ERTE

T 12& AAE X9 MERL H+= AMbsv)iel 37 39St vidd g =54 WEH-34d 7] (CML-BP)
gzte] e Mxe] AlE AEES YERAT

% 132 AR FEe] MERL E= APikshu et $ 45t v 94 HX A2 MEW(ALL) $HAte

8 Mo M AEES HER.

% 145 AAE sE9 MERL i Abakabnael g 5% vk A Fojate] waEl] Alxe] A BEES
LHERA T

L 16% B4 Fofa AlE, 9 MER]D EE ARSI AE AFEEte] 8Y S EAAY A4S TSI ES e
T 162 AAE w29 SGLUL E&= Ataksiu| el 37 5deet sldde v Hxad @iEw(CLL) $habe] o)
Az AE AEES e

T 172 AL #Abe] ©@E AIXEE SGLUL = ARk a9t A Abgste] Fald 8Y FEYA A4S
LER T,

=182 A Tl AlE, 9 SGLUL B ARSI A4S AbRete] Fald 8Y 28U BAS vt

% 19 HL60 Al 3 MER-1S 7HA I Ef®t 57 48 ARESH MER-1 wigHEo] A vrebiTh

% 202 MER1Z 1%, 29 = 395 A e HI-60 Aol A ofval V A6l o8 H7be AlxAdS vebd
}.

=212 MER1Z 19, 29 & 3t AP HI-60 AXEoA Zdf 2= #4d ofd H7te AldsE
LER T,

= 22% MERIE 19, 29 H& 395t AHgd HL60 Alxolx EYa-EF Al Wi o) 7k Al A
5 vERAT

I 23A% 48A1ZHAOl MERL, SGUI = AFsbu| A= A g]® HL-60 Al opdlAl V 48 e},

% 23D% 72A17bAel MERL, SGUI i AMshu| AR A9 HL-60 AlFE] opdlAl vV 2415 v},

I 23BE 48A17HAlol MERL, SGUI Hi= AHgm| a2 Held HL-60 AEQ] 7h2vbA] #4 (vbo]-vbo]-5 2 (phi-phi-
lux) GA)S YepdT,

% 23R 72A17MAO] MERL, SGUI Wi AbshH] 22 Hel® HL-60 AEo] 7h2mbA] 2A41S Jepdtt

T 23CE 48AIZHAlol MERL, SGU1 = 4bsiv| A= A E]® HL-60 A1329] CMXRos/MI-Green w41-& YERWTH.

T 23F% 72A13bAO) MERL, SGUI = Absivl A= A E]® HL-60 A1329] CMXRos/MI-Green w41& YERTH.

% 24% Aol gk aHaksbe 4, SGLUL 2 MER1S] < &kell thato] 241¥ NB4 A EE YebdT,

T 25A% MER1®] 4l disle] #21% HL60 AIEE UERHTE.

L= 25BE SGLULS] @&kell tistel A% HL60 AlEE Yebdith.

= 25Ce ARbstu Ae] GEFel diste] A€ HL60 AlEE LhebdTt.



[0034]

[0035]

[0036]

[0037]
[0038]

[0039]

[0040]

SIES 10-2013-0001323
= 26A% PML/Rar €3t f3dxte] 93hs BA3tr] fste] ofde] EA H FEAsle Aty Az AHd
U937/9PR A|Eo]A¢] 3¢ MIT ¥A418 vepdt),

% 26Bi= PML/Rar b9} f-dxbe] AebE 43h7] skl ofqdel &4 B Afstel SGLULE A 2] U937/9PR Al
Fo| A9 3 MIT ¥4 vepdt,

T 26CE PML/Rar &3} f-32ke] 9a-g FA43517] 9t ofde &A1 @ FAsel] MERIZ X 2]¥l U937/9PR Al
EoA 9] 3 MIT #41& vhepdt.

= 27A%E HL60 Aol thal 4babain) 4 2 GMz279] AlE5AS ek

=

T 27BE AML $kxbo] Alxe] ZFmY Sl thdk ATO B GMZ27¢] d&FS vrebd

o}
= 28A% o}dlAl vV AgRe] AUl ok, HL60 AML A|3EolA] ATO B GMZ279l 93] ¥ MEAES] SEAESH
A(flow cytometry) EH7}S vepIch,

28B= JhaTAl 39 A ste] Hulel ok, HL60 AML A|3EoA] ATO 2 GMZ279l 9d] fid AM¥xAEe] &5
224 B7te e,

T 28CE VEZ=gol 9w A Wk AUt o)k, HL60 AML A=A ATO B GMz279l ]38l f=% AlxExrd

o] ZEAESHA H7E HERIT

% 29% HL60 AML AXEollA GMzZ27el &) Qakite= Axad #d oAl ¢~ 28 (Western blotting)
A4S vEdT

% 30AE AIEES BSOZ HAFE, 72A417F NS 418 YeRdTh,

= 30BE= AIEE DITE dAegh, 72A17F MIS 415 Yebdth,

I 30CE NACE HAE e $of zA4bstE S YeRdT).

T 31AE ZASE NS TEAEZAH s AAIES W, ATO ¥ GMZ279] ROS A S vepdth. AEE
1A g ek v sk T,

T 3IBE EAEE S SEAESAHCI o ZAIERS W, ATO 2 GMZ272] ROS AAS YEeldt. HAEE
3AIZHE S Wi ksliT).

(

= 32 48213 WiYF7I7E &k 5 NB4 APL Al3ES] Ad<p/iEstel] thgh ATO 9 GMZ279] F3FS uEbdl

B}

o

% 33AE Adele F

2ol GMZ272 24A17HEQE A ElE HL60 AEe] Z23F Q&

@
=
tlo
T

=
£ 30

= 33BE Aol F

2ol GMZ27= 48A17HEQE X ElE HL60 AEe] Z23F Q9%

Aol ek AT0 2 GMZ279) d3FS et

@
=
tlo
T
ful
e

= 3= A FolAke] 1Ak Az Z2Y

of\

Wy A7 Hek A g

g2 v 7] Hla SeES Aeedt
Aolel AAGHAA, WSl {7 Vs SFEe ) Ao 19 Tx e gl fRqes H8U5E
o] o 1-}:
== -
<gjsta] I>
R‘l

R _X R®

S nYe

XE S ®i= Se, wFHASHAE Solar;

T= 0, S, == R)R) (oW, Z RE EPHo7Z § BE (LudZd)olx, uEAsAE 0 == (R)(R)o]L;



[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

SIES 10-2013-0001323
ne 0 B 1, uhEAsAlE 10]a;

R 2 RE Sggom (270, vetdade R 2 RE Sgdoz vg, o9

oA AdeE

L ERY Y olavay F

3 ,_ 6 )
R -H, Co¥Z, B CsdZ2-CO0R ©]aL;

2 H, opv|, Aloji, 2, o}, o2& FHRold, dHRot2dd, Jt25A ) C0d T, CoE

R
d, EE Cogvdela, MEAslE Kol

"= COH, -H, -CHy, oF]=, -0C(0)Cineb2 2, —0C(0)C, 022, E= -0C(0)o}2 o] 1L;

R# -0H, Alotx, Cipo@ZA], olnx=, 0-ol2L4Z, -0C(0)CipetEL, -0C(0)C 0, -0C(0)old, =& &
2|4l A g A o] aL;

R'e H EE 002, ugaaias Holt),

defe] AAlFelA, W= (R)(R)e]aL
7} R Holtt.

;A RE SHAHOR H B C@doltt.  deofe] ojed A gefellA,

ololo] AAlFHel A, R'E -H Ei= CpetZD-COOR Ot  glele] oelat AAlakelo] A, R& -CO0R’, ~CHCO0R,

6

~CH,CH,CO0R . ~CH(CH;)COOR . ~CH(CH,CHs)COOR”, B ~CH,CH,CH,CO0R 0] 31, o]} R°L €,y o]t}

slojo] AAFENA, RE CLpddolth. olele] vgra s oest AAGEA, K g, dg, Zzw o
olazzy FoA Melwa, wgAsiAE vdeltt.

AAFElA, R L o]
Co, CrpAld 9 Coprld oA den,

el Zold, FdEHZo2L A, FI2EA ) CpZdAE L G 027d FollA g,

ale2
o
o

Ao, @A, obd, ofzetnl, sElzold, sezolEad, =B

w A olzlar AAFHA, R & ofd, o
Aojo] AAYE|olA, RE -0H, -H, -CH;, -0C(0)CipoF=2<d, -0C(0)Ci o0& 2 -0C(0)o}d FollA

Aegct, el oleldt ANFEolA, RE -00(0)C0oh2 e, 00001102 2 -0C(0)ob Fol A A e

gJele] AAFEA, R oblwolth, oo ojelgh AAFelol A, K= NHyolth

glejo] AAGHel A, RE Alobw, €= A, ofui, 0-ok2eZ, -0C(0)Cr00h22Z, ~0C(0)CnLZ 2
-0C(0)o}d Foll A MAEFT),

Qele] AAFHA, XE Soli, W& (R)(R)e]iL, olw 7 RS Holal, no lojm, R 2 R Sgdow
We, olg, ¥ew @ oa¥ed FoA MuHi, R 2 RS HOliL, R'E O, -0C(0)C oh=et,
-0C(0)C-102Zd = -0C(0)o}d Foll A Melwar, RB% OH, -0C(0)Ci-otE2LZ, -0C(0)C1- & = -0C(0)oFH
Fol A Auwch. 9lele] old AxGEolA, R L RE EAsT, FA0 W, og, xmw 9 o]ixm

S

S H 2 C00R Fol
1 2eal A gA Foll A

>
o

2
)
(o
v



ZIHS3d 10-2013-0001323
4 5 6

o10)9] oel st AAlFEN A, K-S COOR®]L, R

[0057] slele] Aol A, setA 19 FEEe

CIIPh
O

rr
fou ]
_OJ
H
=]
rr
(@)
jo ]
)
K
=]
rlo
fou ]
)
v

(0] al
. SWACOH \A,s\)\/o\n)\Ph
COH fs) R
IW\/ o
)\
0 ’
OH
/J\ oM pg S OH
s \/J\/

o )\As,s\)\ _OH
¥ N

OH Is)
L s L _on on . o
ASK\’ ~ \AS,S\v/'\_JOH \AIS’ \("L”/\Ir
£ 3 s =

[0058] Fol| Al AEEr),
[0059] ololo] A CkE|A A, &4 [9] FILEL

CIIPh

\[/\COzH A s\/‘\/ \I(‘\Ph

COH

AT S OH
2 |
[0060] ZFoll A e E T
ﬁ\ NH;
~, -S OH ~, .S OH
R S e
[0061] Ao AAIFE A, ek 19 gjtE Fol A AeE,
[0062] ool T2 oAkl &ly] 3hehe) 119 FgtE i a9 g Hor FEled dd B3I Aow, AAA

Fefol o] 3gtEo FHL 125THY F1u, ¢ vl AE 130CHY F1, 7 vl s AE 1355THY &
o}

[0063] <s}sha 11>

[o]
COH
HN/H\H/Y 2
Me., ,s\/\\‘(N NH,
As
; h

[0064] Me o COH
[0065] defe] AAFrielA, 284 FEe] o] sgtae] §4 oF 1256 WA 150T, HhgAskAlE oF 130 WA 145C
o mhrgEle ok 135 WA 1oTelth, dele] AxFuel A, st 119) SRS veY dads 3§y

_10_



[0066]

[0067]

[0068]

[0069]
[0070]
[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

ZIHSd 10-2013-0001323

(1.1, RS A= oF 1:19 H|E EAet). <leole] ole] gt A A
A Egtels 2ZAAE FATTE. dAel®, Fad ikl o 382
‘a AAtd el o] F7kE FUS H|A FFgE Ao H|sle],
el
}\

A Ae, BE W’“Zﬂ Fele & dyo] e &y, JAEstd #EAE, Ao FA
AAE 7] 93k -AdF=-2 g Z1(Cahn-Ingold-Prelog) &S WEt}t, o] 3L, dF 5o 24
Fzx2 98w FH[Organic Chemistry, Fox and Whitesell; Jones and Barlett Publishers, Boston,
MA(1994); Section 5-6, pp.177-178]¢l 7]%&= o] QUr}.

olojo] AAAFE A, 7] WA HFES F7) gt 1119 FxE 2tE shgEolth:

<gfstA 111>

w._ _R®

R X
TAs \‘)% 7
| 3 (R)m

RIS

XE S EE Se, HFEASHI= SolaL;

W= 0, S, B2 R)R) (o)W, 2+ RE =g oz [ & (9P d)ola, neasAE 0o)i;

R 2 RE Egdom ¢ 2Zolx, nadads R 2 RE Egdon v, o, 22 9 ojrxay =
BREEERE

R+ -OH, Aok, CrpEFAl, ofvlie, 0-ol=2¢, -0C(0)C o2, -0C(0)C0¢Z, -0C(0)etE, Ee =
2]al A gkAeolar, w4 shAlE OHolaL

R H EE ol

. O, Cos@F-COOR’, 527, CreFSA], ofulie, opi%, Aobi @ YER Fol A A8,

=]
lo
i
HU

A% 0 WA 4, WA sIE 0ot
Jolo] AAElelA, T (R)(R)O]IL, 7 Re SHAOR H E: Coobzelth.  glole] ofefat AneldA,
RE Helth,

o =]
El rlo

N

flo

dole] AAFEAA, R Aok, Cp@FAl, obilie, 0-0k237, -00(0)C, 022, -00(0)C, 2 %
000 FolA AuE

olole] AAFE A, Xi= SO, W= 00]3, R 2 R Egdom ng, og, 2w 2 ojixzm FoA
AYE 3, R OHolth,  9ele] og@ AAGelel A, R3} R 5dsta, EAlo] WY, ojg, T27 2 oz
Z2w FoA AR, e oj:g Ak, R 2 RE Sr} wdolr,

glele] AAFE A, 7= Nojtt.

glele] AAFEA, 7= CHolth,
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olele] A eFEjol A, B}eta] 1119 3HatEe oA dEEct
&) OH
e
N
Ao A FEelA, stk 1119] 3hgHee h ot}

UE AAGEHA, 7] vl e &) ek 1Ve] 7S 2 steEolth
<gfsA 1V>

W, RS

XE S ®= Se, wbHASAE Solar;

W0, S, B2 R)R) (o)W, 2+ RE =g oz [ & (9P d)ola, neasAE 0o]i;

R 2 RE Egdom ¢ ,2Zolx, nadads R 2 RE Egdon v, o, 22g 9 ojaxay =
oA el

RE -OH, Alobi, @A), ofmlie, 0-o}297, -0C(0)C00F2 o2, -0C(0)C, 1027, -0C(0)obd, Ei=
22l XA o], wgA s Al= OHol AL

RS H B Cyo2doln

Re o A, -0H, CopedZ COOR6, C-62, Cs@= A, ofuin, olu|Z= | Alofi ¥ HYER Fof|x My,
me& A4 0 YA 4, vEAsAE 0]}

UO

Jolo] AAFEiel A, W= (R)(R)elaL, ZF R HHHo® H e Co@Zoltt. oo o3t dAFelA,
R

7} Re Holt},

flo

QJele] AAFEANA, RE Aok, Cp@FHA, obulie, 0-0k22A, -0CO)C oFER, -0C(0)C %D B
-0C(0)ob FelA A

glole] AAelelA], X= SolT, W= 007, R % R SPHoR oe, g, Z2w 2 ojanzd FdA

AElE| s RE OHolt}.  9leole] oleldt e, R3 R 5data, SA¢ og, og, Zad 9 o]k
way oA dudd. 9o ozl AN FEA, R ¥ R SU dgolt)

Qolel whgAT AAFHA A, oA 1119 HFEE 7] F2E pech

o] OH
RaS

B oo trE ogake AA|o 139 vERA, W3 A(Banks, C. H.) 59 &E3[J. Med. Chem. (1979) 22: 572-
S575] (ol Fx= A898)d 7" A AR Wae] s3] 19 A4 Wi #gk AQdd, oju 352
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(Cr10ZZ)As(0)0HY] F25 ZHe SHES pH 302 ZHFE B/GAE &9 &alA17]aL, o] & o]its}st

7195 FHAA, B (e E)ASCle] Fx2E Ze dfdes Awstal, olF §7] 3o P28 Zts
st REgAI7I=Hl, ol ol F setes 87T f7] Sl delder Aeste] sheha 19 3§
g Aledd:

XE S EE Se, HlgHEAE Solat;
e 0,8, EE ®®IW, 2 RS FYHOR B EE L@ dd)ela, nhgshls 0 B R)R)e);

S 0 =& 1, v s A= 10]ar;

2 H, ofu|e, Aloj, 2, o}, o2& FHRold, dHRot2dd, Jt25A ) C0d T, CoE

R4E -OH, -H, —CHz;, °}v]x, -0C(0)Ci-ppot2 L, -0C(0)C1- o &= -0C(0)oFH o] aL;

:T: -0H, Alotx, Cipo@ZA], oflnx=, 0-ol2L4Z, -0C(0)CietEL, -0C(0)C 0, -0C(0)old, =& &
Al X gk o] a1

R B s €24, W shle Heloh,

Aole] ArjFHloA], W= (R)(R)o]aL, ZF R HHHCE I e CodZoltt.  doJe] o]efst AAJFE] ol A,
2} R Holt}.

oolo] A Feel A, RS - B et A-CO0R I, lele] o]elgh AAekejel A, RS -C00R’, ~CH.COOR
~CH,CH,CO0R”, ~CH(CHs)COOR”, ~CH(CH,CHy)COOR, = ~CH,CH,CH,COOR oA A&l 1, o] R'& 2z olch.

ol AAFHelA, R'E Cpdolth,  ele] vaAT oledd AAFeolA, R'e Wg, olg, Zzw g

ol e FolM AdEE L, wEAds= vdelt.

o

1o)o] A el A, R & opui, Alolw, el oY

Con®, Cyp@AY 2 €7l SoA Auwc, i olzlar AXFHeA, R & ofd, o=y,

| Zold, el Eot2dd, FHERA G @AE 2 CpE7ld FolA dedrt.

L ohzeby, sHzel, sldzobzety, stEna

4

Adele]  AAEAA, R+ -0H, -H, -CH;, -0C(0)Cippot2dZ, -0C0)C,02Zd = -0C(0)o}d  FollA

Aegct. el oleldt ANFEolA, RE -0C(0)C00h2 e, 0000102 2 -0C(0)ok Fol A Ae

gJole] AAFelA, R ofmoltt, elele] o]eld A Fefel A, R'E NHolth,

lejo] AAGFEfel A, RE Aloki, C3Al, obmu, 0-okZ b, -0C(0)C 022, -0C(0)C, 022 2
-0C(0)ebd FellA Mdedc,
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o2 aliboltt.  F oA AAW 54 A@eA, sHatsn| i B Fo] & Lhy(F4 5402 A8 5=
o] 50%7F FH+ Fo3H)S 10mg/kgol AR TH(EA[Investigator's Brochure, 1998]1), tir€olz2AxHS Fodh
T LDsp<= 500mg/ kgl ATH(Z71 [MSDS, 1998]).

ol =&

< e 7l A e s ARgstel MY, HEE, gdEad, Aegdelds Bu Z5e dols 2
o RE uY ¢ L RE OGS TP OFF ¢S AT S Ak, w9 be guo AR B84
o2 g dAgE ARshd A5 AFEE 5

w4 WMEHe HERFAUML) 92 HHEIZIEFYANLL) o2 LJme]ﬂ ZFa-vm-g= 7 (French-
American-British classification)ell +

o w Frtm o uHld 9 =2
AHgEITh AL FE2 Zoby] Agelqu

& g mEeltt,

g MEg e "2 (CLL) 2 74 e2 Yoy, (Ll 89, &5 9 H2Zg 734 S7td 5
o] A& "FEGE Exo=w ). U§Eo (LL A= BAX EAS zte, 28 349 d=24E zhet,
CLLS =91 Agholtt, (MLAlA, I+ 5 g9 2 F4o BE F3l gl F=HAA EASARE, 7F, 4]
A D s JPe] 9SS F 5 Art. B 2w 0AR X 8" £ e tE ok dol o= H|AghH o
2 HFygyols, F45A AE, X3 9 gurESFo]

OEz‘s]: _7,‘_/\-1%

gAzEbH B g ae] H]Zo] B = 283 F3[Remington's Pharmaceutical Sciences, 18th Ed

Mack Printing Company, 1990]¢l oAl%l v}l Zo], 12 o|Ae] 7] HlA E}ELE’ T= ;<7},4 g AE g s}
frabe oFst A E Az digte] & Aoty =S, F 17
s

A 71 FAlA aTtske Wb, SEddd, gk ek

, I , ,
A, A, ARA, FFA, FalA, A, DA, Fn, 98, oj¢ & EF H oE
= *3 °18% ##[Remington's Pharmaceutical Sciences, 18th Ed.
Mack Printing Company, 1990, pp.1289-1329] Zx). <S1efe] &44Q FA7F &4 &3 nd840 49=
AQstas, A=A e oFst 2 EA A 19 Ago] 7did

F71 Wk SAFBE A, N wE Aol2E FejE Fold AN R Ak ge Fo A=) il Witol
ook Aol upel Aol frel WA BE 4 Qck. ¥ owme AU, vwu), B, S5, g,
A, B, AR, §o, g, S, SeA, A, A, F e, Fh, 2 B
S, AT, B, A, AZEE, EW, o, AT, Fa, TR, P R, 9% 79, 29 A%
o) AR Fh BF WA, AEE, AH, AL 2YBWCIAD, AEH), B FYAtE Ba Jg vE
W mE g7 gwel Qelel £ Wl o Felm 4 Jrk(EYe 322 Q8% FW[Remington's

Pharmaceutical Sciences, 18th Ed. Mack Printing Company, 1990] #%).

SAols] Folnle B el xR 44 Felde AF, AHel A%, Any A8 49, 4 =
P AR A, BAY HWF L Fol Axs ge B @ YA Ao o3 AR >
£ 9Ys AR ofRE 2B B AR(E)Y FE L P B 4FF FIFE AF

=

15

dolo] AAjkefl A, oFst i*é%%, dE So] 7] Hl&x FFE °F 0.1% oS X3 F+ grt. e A

Al ggol A, &4 gtE oF 2 YA F 75%, e oE Eo] oF 25 WA 60%, ¥ F=F & A

T ke deoje] HYE XW?% 4 k. oE vAIEA oA, Fojgke Tgk Fogd oF 0. 1mg/ke/ AT,

0.5mg/ke/ A%, 1mg/ke/A %, °F 5mg/ke/AF, °F 10mg/kg/ A5, <F 20mg/ke/AF, °F 30mg/kg/ A5, <F 40mg/
]:

53
kg/ A5, °F 50mg/kg/ AT, °F 75mg/kg/ AT, °F 100mg/kg/ S, °F 200mg/kg/ S, °F 350mg/kg/ S, F 500

ofp
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ChoFgk <k o AEES AAE FEe) MERL, SALL EE SGLULS] EAISH i RAlstel 4841715 n A 9
Bol A wjFE vhe, SEZCE B AEE MR Y. FEZoE B PGEE By 24F GEaA
Aas FARG. Ak AYuA @tz AEe] Hlste] AeldE Axe] FAERA BiEth(Ee] tHolH

of ¥Alol QlolAl, WEW Bx L A Folde wrdel WE2YE 32 39A(Ficoll Hipague) FAfol
EE Felshn DI 94 iAol AREART. E e, 9% 39 AEFE Ags.
S A AEFEVE Qe oy AZ(RE 5x10AE/m) Ex NEY B L AR Folxe] Bxol
S RRE I Tl AE(1X 10 ME/mL)E TS =9 MERL, SAL1 H+ SGLU1Sl EA18t =& F-Astdd <3t
MEM ZE+= RPMI 1640W1ol A wiekstqich. Z4zhe] Ad =748 324 43353 th. MER1, SAL1 T SGLUIl oish
AR wE 947h AW F(LEF 39), do] GROMT Ex EJH-BH)E Wrlste] AZ A28 Frleg
O MIT @EE Qu Ao EAll wheh o Aol wath MIT s AL AEEE vk AZ FA9
Mg BAEYt. EYR-2F gni Al dReku, 4@ @vlgstl A58 ¢ ox, AR A
A}

2294 mE 22 4, AT AENS Fgoks wma o] Aol 4x10 AE/0. IntT
96-4 WA Fyhol 4 EgyE wxPd wdl AE(GAY TR e 0ydy IXZEE d2)d 95 24
HAk. 50MET Be AER o]Foj AE SHEL 37T, 5% C0, 7H5 E7I0A oF 1047 viekd &
shue] FRYRA AFEAT. S Adfe dx(gE vAY) AEe F2Y S dig F2Y F249 H]
E2A4 HI7HE A

37149] ] B
gel ma FEAd od fEst A4
A}

s
i
)

it

Loopdl v 8 Z2yfF 2o/ =(P) ¢4, opddl V= A9 950 yAMEdARS Hdss AE
dgsta, TeIF aouolEs VeAshE AXEYS s AEY] AlE DNAE @AFdH. o= Ad(l= &
ForAFol o= AMEA Fg)S AEAE ME(LF oAl Vol ofsixrt AAg) = IAF AlE (oY
A3k PT zrtell ofsiM dag)er a s A gt

A€ 2 AEZE

AlZHEQE B ‘%}”394 XV\]% Hl A SEE=2 WgdEUY AXE A &, olE
EgH] A (Travigene) )& sk A3 S5A] 100uo] AAEA 712, &
7]l

1:%e)
=
ol 5EES WAL, PIE B F AES SEAESY

A AT
2. plEZEZo} of {o)o] AEFFSY 4] vEZEor wo] A9 WstE Hrlely] flste], AA"E ARt
Bt HA AR Y F AEE 1pE v 2o nEEAA(MitoTracker) Z 2B oA w3,

MEEHA IREE FEAHOR AEus ThRde shbste] &4 vEIZEole] FHHEG. AES tadt

27kA Mo g AAsiglth: MEEHA P (MXRos(E#HFY ZZH ~(Molecular Probes)) 3 WEEHA
PM(Zelge Zens). AZE PRSE AXsn, mEEAA 9nz Qasa, gidA 37T 147
ettt (MXRos+= VIEZE=eol o Aol ofs] FAlse] nEZEgopl® EQHal, B 7
ate] Bl& davE i 23S 4. vEES7] O- RN 9Re vEZ=o v Zd—ﬁoﬂ Fglol
E—f-l:—ﬂ"}oﬂ T FAHER, vEZEel dgs 2 783 =47 Eu.

HorZ oot 4wy
olo ol

3. Flx3A gygel F

A SEMESAH o FhavAl A4S gAY feke, FFEA 7149
PhiPhiLux GID1(&=o]H
=1
=

‘]

o
(Oncoimmunin) )& AFE3}$cl.  PhiPhilux GID1& AW 7F=abA] 3 2 7254 3
| f1st 71doltk. AAlE AZHESE B Wge] HlA fEAZ A &, AIXE PBS
A g AAEA 7|3, 37CAA GaelA] 1A ZFERE sttt wgS: HMEE ME

3 g8 A=
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sha, EEAZSA BAS] BE A0 PIE Hrkste] BASkE Fob A AZE AN

AE F7)e Thed o] BASAT: B wge] Aol ula SR S 7247 MFE ¥, AE(1x10)E
PBSZ 23] MA&grt. A A (RNAse &, EE X-100, AEZAIEH, PEG) 2 PI(25ug/ml)E THale
QA gl M AP AFDEAAL. HAEE A2 dhoA 158F ¢ wlSe oS, AY=E(CellQuest)
O

2o} (HE-t]71<&(Becton-Dickinson) )& AFEsle] BEAMESZA 7] od] 45}

Qb FA AFPZ A wEY AEF NBAS Algste] wmEy o] A% gt & ouwgo] ni 8= o
S AYEY . AL FEAEY EXZA] g3 EY-EFA0lES F-(Dllb ©E2A FA(ANE-Z
&2 AT, FET g 72A7FECH wakE AEE PRSo] A AHTh, 1 the . WE 1x10° A%/

o3 &
AN T
me] AEE GEFEA A9 A 1:1002 3Aste] A& giolA 158-ESH wkEt,  Hi
&b S

AL * MEE
PBSZ Al23la, S PBS 50000 AHEAA H|Eold AZS ALQAI7]7] Y8te], 493 3 dxE
S TYs WAoo AxIUY.  SEAEZAHVIE AHESt HAEE EFSE AHAEE UFHE 24
(CellQuest Document Analysis)& AFE3dle] AIXE X313
PML/Rar &3y} ©wizo] o
Abs e §A AdEETA wdHe] AsHoR AV A, PML/Rar €3 -z 2 dalde] wrg oz ]l
3t APL MZE iF-F AFEAIZITE. §17] A|2ES AESte] WE@Y M XU PML/Rar €3 §% ©ide] Ex)
7F SGLU Z MER1el oigh Widdw Aare] kel wzbAdel] 7lodst=xE Astar, Aitshd)ie] UiAgdel Aoz &
#Hzl 0937 MAEE PML/Rar €3 A2 FAAAAZT. FARAR AEUIS7/PRI) = FASHA % mlo] S <F
=g (Michael Andreeff) ¥FAF(M. D. oy AIE (M. D. Anerson Cancer Center))=ZHF-H AT ohT),

PML/Rar &5t §A= ofade] ZAlste] 715407 fch.  U937/PR9 AEFES] PML/Rar &5t G474 7n’ —&
T4 B3-S gvbY(Grignani) 59 3 [Cell, (1993) 74:424-431]19) 71&%o] ¢t}. PML/Rar &3 23S
Agst7] fstel, AIEE 0.1mM ZnSO,= 3AIZFEQE A sk $o, ula eSS 72415 HUbekgltl. PML/Rar

o MR AFH o AXel o} HAHR A o 3AZE Fol o] ol 48AZHE PP,

S o

>,

Ale] 3
MER1, SAL1 % SGLU1S| &<t &49 Addd 37}
MER1] fzﬂ gﬂﬂ 4L 67149 Aolgt Azt u Hg AEF, = AML2, AML3 2 HL6O(AML =¥l AE3)
NB4(APL H=%® AEF), K562(CML-BP =% AEF), Z KBU7(AML =% AEF)el diste 3d NIT £4/E
Y 22 9] W] o8 H ) E Y. MERIS NB4 /HIEOH kel 7HE mapA ol AL, ICs(A &= A &2
Z Ao BEte] AXE 50% AEAZIE $X)7F LpMolth (&= 1), MIT 4o <]3 AML2 Al 2 KBM7 A3
o) B, 2 EYT EF HAo] 9F AML2 AE(E 2 FF), AIL3 A¥E, K562 AlE, 2 HL60 AlEe] #4& ¥
ek, b2 AEF9 MERL X5 1.5 WA 4uMe] G #& YeERAT. o &4 A
shuj o] A4 AT (HAEE R A E4d9) o= = 1 9 E 20 yERY).  MER1S FEg Y
o m=r PR AY(National Institute Of Health, NIH)ol| <&f &XZuyl B 24& Al&3to] 60709 %
E & Wl
= [e}
7}

=

KlJ

AEF Agcte] hate] AP AlFsAtHE 3). ¥ 3IgES g3 TF AEF,
2 Frold FA4Y FAE YehAAT. MERL 1uMe sXolA, AlE= 6
s AAHAT(<20% F24); = 3, Al A,

2T |

sAL1e] @ulEy B 271K9) QI3 AET, = HL60 MECE 4o 71EH), 2D Z138(ALL AET)e] ek 3
J Edw Be Bad] o FAEIT. SALIS wE FXEC B RAS AMEet 6071Ae] F AEF
Agekel tiste] A@ghAelA NIHel ola) gt EAol tiske] ARSATH(E 5). R HPBE B FL A
7o) vjete] e wmoA @49 7% vehdn.

SGLULS] wule e 971X <17k wEd AEE, 5 NB4, CAG(TREESE AEF), JURKAT % RAJI(RHZE
MAES), HL60, AML2, AML3, KBM5(CML-BP =% /‘ﬂi—zr) 2 KBM7o diste] 3d MIT Aol <fs] H7h= ).
AEF NBAS) Aab % 6ol Z1gEo} gtk SGLULS) @wdy DR w@ 67hde) Ik MEAW AEF, F
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NB4, CAG, JURKAT, HL60, KBM3(AML AZF), = Z119(ALL MEF)e] thsle] 38 Egst B3 A9 W o3
H7 e =, AR A3E e %3—8— L 6ol 7le® sHitse ke @4 Akt SGLULS
sy Ao mal HLe0 Q17 wiEw M Eo] tisle] 5Y A3 Al & FrMHATHE 7). SGLUL-S
W B #4& AFEsted, 6071419 F

Lo, B thate] Al NIHel ojsf et 24
of tistel AFHAG. & e vFd TF AEFel st v F

2] SAS HERHUG.

H
2
>
mﬂ

>~

o o AHA dAA L] ofs MER1 ¥ SGLULS] 54 Z2A

5] ey (3L AML, 1%L (ML-BP 2 19& ALLY; %= 9 Ux] % 13)9 o gal A]¢(>8O%

EAE) tidte] MER1S A3ttt w@r|7re] AlE afdFEo A, MER1S AMAbsn)| AvkE Fastd (= =

10 2 & 12). 53, 499 14s FoRZHE Y MZolA A dxdd o3l Axzdd oigh MER1S] 543

FrEstodth. ©@Izke] Az d@E wgEA A, MIT &40 o5t MERIS WP Fxleo] oA Mxnt) g7 Al

Ze fgiste] FA4do] EIlti(E 14). 7P T8, A7t SE9A A Al MERIS AHAtshH] AR T

A Akl diste] 4ol EaFth(E 15).

199 CLL #A(Arsia 2o gist v Yeld = 16) 2 2759 AML

A2 RE e g gl A Fo] thste] SGLUIS Aldstsitt.  FArizke] E&2

o A4 Mz diste] 5do] €t 18). X 184 UEH 8Y &

Y4 FAE E=3 T

AN 5

MER1S] A|F3t & AAA

MER1®] 41+ &=% Addre) 889 uf MERLC] 271€€ o)) 43S Yehdls dlolgrt dojx=d), o

|AE T2 VI FEE AFEE AFoA Axsd o] Y3 FEoRE fAEHAY] dEeolt (= 19).
A

WSk, MER1 2 SGLU1S| ZgAMst oFeha H7l7} 3= ),

Nl

“

% NE x5 wEy @
g A A SGLULS AMAEsie] AR

=IPS
Rl
A BA olgell, 99 % 13Y &

- 2

1. MER-12] °}3}% 7}

MER-12 17 €l M Fofsh=tl 8 87bsslrlol T2 Sale 2 dFdS 2= Aoz dwsixu(str] Hol
B Fx). EZ §A2 3= HY 52 27 1 Aol ARESh] fste] A wigE ¢ =S Sws st
o Ry, 8o S o 2 oafEe A Ad R AVIRE Bate] g ARl Y] fsel ARSI
A A Fofde] ¥ 2 A S Axshrlel F-AAsith. o]H @ ol lojM AREAll ATAEE TAA

MER-1& 4=&al%=7} ¢F 15mg/meolth. <F 150mg/mé ©]3Fe] o & MER-1 %+ pHE 6202 %X43s}r] ¢std
0.IN FABIUEES A18go=24 Gdd = qrh. A&, MER-19] &s|%=%= 100mg/mbRt} AT},

B. &< pil

MER-1 <=&-<fe] #efeo] pH gt tha3t 2t
0.1mg/m¢ pH 3.7

1mg/mé pH 3.1

10mg/m¢ pH 2.3

L

C. &9 oYy

ThFE pH gkl EFE 0.9% FIEF FAFW 10mg/mle] FEoA BF7skth.  pH7F 2,301 (E pH) 4

ASHYEFOR pH 5, 7.1 ¥ 8.5% AE AEL sl sAleel A Bl pH 59 WEL 3NLF

27] w29 o 89%F FAskE O 53 g GEAh. b 7.1 € 8.504¢] g AT 77 02
= o, 1 Foll= 90% mivtew wojxth. pH 2.39] A& 79t M

Fole AAES YHAAUL. ] E 28 PRI,

MER-1& o] B+& Fieo] sgiold & HAsiglAnt, ¥ =& wxdlMe HA kst & 0.1mg/me
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[0234]
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[0236]

oA, 1R Hx=
2 7R weh, ok Hak ArIikset <
a1 Fol= s8Erbed Eall7h dojwt. 8
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off

5 0.9% FIIEF FAIAN 1lmg/mZH-E 10mg/ml

ubol] okEo] oF 40% 7} &AL}, =
7 ATt 10mg/me wET WSk 3/ME7HA] gl A L,
Kel

0.9% G3VEF FAFAU MER-1 10mg/mee] pH ¢+g4 ==

2 717 ZFo] MER-1(%)
() pH 2.3 pH 5.0 pH 7.1 pH 8.5
0 100 100 100 100
7 102 105 96 97
14 RE 101 92 96
30 100 80 82
60 91
90 91
180 87
* 3
0.9% DIYEF FAAY UFS sl MER-1 &8 oA
2 717 ZFo] MER-1(%)
() 0. 1ng/mt" 1mg/mé 2mg/mé 10mg/mé
0 60" 100 100 100
7 94 99 105
14 89 102 101
21 81 96 102
30 79 98 100
60 88 91
90 84 91
180 87
=3t
" 60 ukel] oF 40% 9] <=do] Uoft
‘o] AN AREA GS

SCLU-L& 94 B4elM Folshzdl S 8/bssld S8 SE L Agye 2= oz WAt =@
BN BE AP Fe 27 [ ATl g fdtel 94 MEE + AwS FRe st e, &
of bgAe ¥ 2 fmel 94 49 % 4V wakel aTHE AgelNe fEe) A8y 9 A Foig
o | 2 WAE Azl BAEs. oled §uel dolA ALgAld ATYHE SAAE FolPe]
R

=0]7] ¢35} 0.1IN FAJJEFS

SGLU-1& $g38]=7} <F 60mg/meoltt. T =& S =
J & Iy oA Hobgd Aoew yeldth.  SGLU-12 ol &

)
| S A
AggosA edE & Q. e, o o
el 28401

B. €9 pH
SGLU-1 =&<fe] el pH 72 vz 2}

0.1mg/m¢ pH 3.9
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lmg/m¢  pH 3.2
2.5mg/m¢  pH 3.0
60mg/ml pH 2.7
C. &9 4A

thekat pH ko] AFE 0.9% ASFIEF FAFAW 2.5mg/mle] FEolA Hrletith.  plzt 3o]a(E# pH) F
APV EFOZ pi 5 @ 72 2HY BES YAt 3090 A4 H e, pH 59 MEL 30€9F °F 90%
o FEE fASkE oK ¥ ¢ PAES vERTE. pll 3 B 7oA 9] & ZAH7F of 84% U 82%E
ARk, &7 B 48 FE3

pH 52 ZHE% 0.9% ASIEF FAAY 20mg/ml L 50mg/meS] EE9 SGLU-1S <A Aldsledct. WAs)
of 60d W= Fo 10% vlvte] &£do] dojytl, <okHA At sy & 59 YERNAT.

SGLU-12 w57} stold2 o orAgelgitt. Eul 0.1lmg/meoll A, 2-&o|x 24X 7keke] 10% Rt Zo] E3]¥
o}.

F 4
0.9% 93V EF FAFAY SGLU-1 2.5mg/mee] pH ¢+4A ==
4 7+ ko] SGLUO-1(%)
(&2D) pH 3.0 pH 5.0 pH 7.0
0 100 100 100
3 104 101 97
5 100 99 93
7 100 97 91
14 97 97 91
21 87 93 84
30 84 91 82
# 5
4T, 0.9% AShEF FAFNW SGLU-1 20mg/me 2 50mg/med whe] HgA4
4 14 2o SGLU-1(%)
() 20mg/ me, 50mg/mé
7 101 97
14 98 98
30 94 94
60 92 93
90 85 87
A 6
MER1, SAL1 ¥ SGLU1¢] w7}U&
AEAEY] =, AE F7)o gt G, Az §=, 2 o] PML/Rar &3 &3 @A E&= 2% it
k| Bl i uﬂaM%OJ Ao ettt B a5 HLE0 QxF WMEH AXoA AEZAEE fEstE
MER-19] 7Hs A& ZARIQTHEA 712k 1 WA 39). AMEAES] FEE AT Ax vgo] FaEd & =

e
Y

5 AR FU1e] A% Ay, ol shEd 9 A
W5 (CMXRos BA) H Fh23bA|e] 24 3F(PhiPhiLux
23C, &= 23D, X 23FE ¥ % 23F Ix

=
mhe} dojwtrh(= 20, = 21 2 & 22). MERL 2 SGLU
H(oldlal v o] frE= mEZE o) de] A9
A)E kel Ao R JERT & 234, & 23B, &

@

ware] oshd, 4HbslH|A= PML/Rar &9 3125 Hdst= A2 AsS F=390h. SGLU 2 MERLC]
A TS AHAEAE ARGS9kl NB4 AIEPML/Rar &9 fAAE BEI)E AMESIAL, WA SHEHE
o 39 =AY F, AE FdAY (D11be] HAS SESAEZSAH7| o8 =AUt (DlbE =5 AE

=t
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o] ALk ZAolth, HolHE X 240 AlgHo]l g, o= SGLU E MERIS A4S FEdHA 25S vEhd
o E gl Aoldk vA SRtE R AHEE HL60 AEoA ] Thee A 77 £ SEMESAVE AHE
stal ZR2IF gertol=g JAste] Hrtekqltt.  SGLUE AlE F7]¢] 5—71 AN MEF AAA FAHAAL,
MER1S ] Ao Axz FAkst 472 7P GTHE 254, & 25B). & 25CE 2babslv]ie] L3l Alxe] S-7]

Wy A Z PML/Rar 23} g3 9wl EA7F, SGLU 2 MERIO) thdh W Az yEE iAol 7)o
st=AlE Ayl sk, vheel Al2'S ARSI ARabsie e WAl BleR e U937 Aﬂﬁe
PML/Rar €3} fdzt= FAZRAAAT. o] FHA = ofdo] EAlstel] Vs o= dAvt. webA, FA3
0937 A3E(U937/PRI)E ofde] EAlet H= F-Alste] dolgh vA sgtEs Agsigitt. Ades =
26B 2 = 26Co] YERNRAEY, 7154 PML/Rar &3 FAAe] EAE AEIE AEEE]| e st UJ
H7) 93 ez A ek, SGLU 2 MERIO] th3t M) wzbAdo] &S FX &S Aoz Yehgt),

PP 01 7
MER1, SAL1 ¥ SGLU1¢] X& 7}eAl<e] AU B7}

O_L4> \1
o~
[ e

A Mo gE wAE QI MEW AXE Ztu v HEUAA(SCID) A o EHAT. o] =4
& el Ik el SR B Ak fARE Ao r AR AN S5sgit. deld &
AF o B dAY Ayt k2o AW s A As] A7 717 TRt EI, ew AES
AN 7 ols Wk okdeh, Aol o] ddel tiE A8 maE AN 4 glrh. SCID A Ase A9
o QA WY AES AT A 29 Foll AFsgT. 27] A APelA e} Zol e FH R flojA
10 RIZF WAy AEFES FARRE SCID FAA el 27] AAW 29-& MERL, SALL Hi= SGLULS| o 5 <
A& AR

Tee MY gAsaL, o Fold w e Aol B W FAHEE tlxwe] AE At 2. AAte
o Aobde F&ol wete] BHE AL, HLA-DQa ] DNA Aol o]l o] S ARg-dhe 5 3hadfut
S(PCRYl ofaf <1E DNAS] EAje] tiste] wAfstgint. =& g Astel7] wiwe], Ha o] e
A= Adolvt A Z#9f DNAY] HLA-DQa & SRIgHo.mA) AR

SCID el AA A= Ao AAZAL D sl M8 Ax 439 A5 # 2) Agd e 34 5

ol AR (A ek Folel goleld,

I. 524 A¥Y AXE EY(engraftment)d] AZF. HSo AW AdL 47 9 SCID AE E8H5HA .
a-F subEl o] FHoll Al Adoldk FF o A7 MEW AEE B FEssivh: HL60(AML), KBMS(CML-BP), KBM7-3
*é 44 WEgy | 2 Z119(ALL) . HL60 E KBMS Al¥+= 3 S vehfdsdl, HLe0Teld 2E e @

3 %) 319 WA 36Loluel FAa, KBS Y HE 349 WA 362 o]l FHATE. EYLS A7F HLA-DQ a 2
DNA Agel diste] PR Ao 2ZM HASTHATMA A BE Ao e A4 FAdolds). 10094,
KBM7o 4] F 5mbe] & 4ntE]7b o] 8] Aol ARar, Z119wel A= F Suke] & 5ubE|7b Aol dth. 1004 A
of, BE HE Fola, HLA-DQadl widte] =2 PCRAl 93] E4skdtt. AP 401w, ol WP
AEZ o] glSS vepdth. XE Ade L f39 ® & AEXF7 Fasit).

II. AgE SFEY 4 549 gt 2AH. 543 AdE sk, WIHZ =92 92E(Swiss Webster)
AE AHESIGITE. AHabsiu|&9] LDy 5 %7F 10mg/keQl AL =

A, 2912-92E FHoA9 SLGU1Y I 54 A, SGLULS 548 Aldstr] ¢ste] 29— FHo o
sko] 271x1¢) AAS Sk, Al AFoA, SGLUIS IP AERE E3to] 178me/ke; 285mg/ke; X 357me/ke
o] Folgo g Fo3gltt. FA4L FHo AMgEC g AU,  FHAUF FoIF 178mg/ke R 285mg/kee]
SGLULS & Ad oz Wzttt o] A3 tolHE 3t7] & 6 f.oFst3itt.

X6
SLGUL®] rek %524 A9
T HF(me/ke)
ol 1P 178 285 357
A R/ E 0/5 1/5 5/5
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A2 Ado|A, HAuH 2 Ao =4S P 2 IV AR 93 318mg/kg ¥ 375mg/kg FoFo A ¢ SGLULY] Fof
o & Adoldr}t. whaba, SGLULY LDy S %E 350mg/keel Aoz Ay, ZAF}E 7] & 79 a9s)
Aot
F7
AFE 7+ FHeo ¢ 53 45
Fo] 2 (mg/ke)
318 375
IP F49] AMYF/EF5 0/5 4/5
IV Fojo] At/ 1/5 5/5

B. 29A-92E FHoA Y MER-1¢] T 54 AlF. MER-19 4L Adstr] Yste] 29 ~-92H He o

3lo] 27kx] AES FyeArt. A1 AFolM, MER-12 IP H2Z E3dto] 7img/kg: 107mg/ke; 2 143mg/kge]

Fogoz Fo3leltt. B4 F AlgEC s SAFAG. FHe FAHF Tlmg/kg 2 107mg/kge] MER-1&
5)

Alggle] Z AW Aoz WAL, o Ade] yolEE 317 % 8o foFaleit).
X 8
MER-19] 3tek =74 A
Fo] 2 (mg/ke)
Fod IP 71 107 143
A/ E 0/5 0/5 5/5

A2 ARA, AZE ZF Ao 5A4L 125mg/ke; 156mg/kg; 2 170mg/kg FoAZNA ] P D IV H=2o]
MER-19] fFofe] uy&h ‘ﬁﬂ‘}it} upehA], 2 AP AHE2 MER1S] LDy & %=7F 150mg/kgql A &eledint.

g 37] & 99 f.oFaqit.

ol

F9
AEgd 7 FA9 9 53 e
Fo] 2 (me/ke)
125 156 170
P Foo] AVF/F 0/5 2/5 5/5
IV Foj 9 A}‘%}’“ =T 0/5 0/5 5/5

C. 292-92H FHolA9 SAL1Y v A4 A, 7] Ady FASHI, SAL1S] b 54 Ald 23}, SALL
9] LDy &=+ 50mg/kgel Aoz FAEArt.

A 8
MER1, SAL1 ¥ SGLU1¢| FETHT
A wy AWS B Ay T3 fﬂzﬁ Aes 97a

) b & F o] MERL, SAL1 % SGLU1®| oFE%&
UX A MDD 7Phe Foges A¥IY. 4= 7 —?F JOHJ HE
6

ok Aol AFAste], AAEEstan, S Sz, BAE wrhA] 80T A Bastlt. HAEs
WHEEkaL, ol (Amicon) AIEZ]Z2](Centrifree) P|AiH] |0l Al 2000gx 2044 4 H4ligste] &
& Ao AFAIE. FelAFHES B WA 80Tl wasiltt. AdEE welAd, 24 S
w457 ko] e 24& AH FElste] AR, 94 H dodE e A FEs SAR(E
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A zrde 'H MR B

tlo
)
fu)
£
v

S-tivE ol 2 Al e F FEFE]

500 Ee] e oA, d=gs AnZ 7Fo(Aldrich Chemical Co.)ZH-E] WS &% 98% 9 ZFEE&
7gS AHEsta 1,2-tu|EA ol e 250meoll S AIATE. I ok, YYD NaOH Al AXAID F ASFA
7) 3.5g% #H7IekAdth. o] MG 1A7HEF ABFAIZ F, A Ao A] wRkEgI T

e gk A EQ S-tHEolEA I FEFE o] Fd A4 FARA FEEHJT. o] LAE oo 3
AAGA 1, 2-guEAgte 2 HASA AT, o v, F5 dedgddA AF dzAHY. S-4
oA = FEHE > I 9ikele) FEFE 10.3g0I90a, §H 135 WA 140ToAt. o] EAE A
Aldl 2 WA 129 dew AETH B4 ARSI

AAld 14
sOMgoleA =S RHE LG T gt We B4

grgolZ A = FFEFE] 22 o] Fx= <l8% FH(Chen, G. C.) ¢ F3[Carbohydrate Res. (1976) 50:
53-6218 A3tslste] Azttt FtdeiAlE, YEHA(YWEolEZAN =2 FET)S A4 tEZ M|
7

gAML o] oo HEY o Azbeba, MBS Wastl AeolA WA WWAL the, 1A
RBSE Bl wBANG. 1 g, ERES U0 o8 AR, ¥FEL BZ ANstn, A=A
xAe] nAE Q3 olF veeziy AdYaetel S-riHet w2 FEE ee dvh

2o Fzx=2 A8 Fd(Cullen) 5 EHA[J. Inorg. Biochem. (1984) 21:

7t A ZFFEESS As B9k &9

dglo]l ¢ AxXAA nAE A,
|

o T AxA7IA, AYE AAE s/ E

GWZ27e] Bt 2ol B B

OH

NN s A om

5} 5} 2] f7] ok2al QU27S ol A F

lshel T2 TS HAAA AU, 1C0] 0.5 A 085,081 A0 viehet. o] BAE oI5 AT

of i@ Absiulael SR ATCE 274). 1 g, Qiz2rel Sy 24

Mol A B, olm) AEEZ WAl WAelA FANAY, QTS :

My BARYE Qe NAY AL hstol Aushhut FIH 2 BHL YehATHCE 278).

T Tk, Q27 R ARSI RS F9 B WAIZS sttt A AMWI0)E AEAR] R, A
EGSH AFSRERY A2gle] 24S doy)s M| RoSY A4 WS, AL $E/4% 2L AL 7] 24 e

hedt AHES TFF WY WSS Bal, APLo] obd TN P S walach

lo
41
BN
i
B
rr

|

GMZ272- ATORTF AEAES SEst=d o ZAHsgnh. GMZ27e nEZ=gol w AYS WMslA 7|1 FFAT4A)
9= BE T UE 9F AR o3 JtauA 88 Husty] uliol, vmEZ=gol AEAE H2E BA e

= A77} Vel olE4 FtATA 3 Ao f%, PARPY Huk, @ Alxe] figh o}ulal Vo] Aol Yoluk
(& 28 2 % 29).

WE AEE FEHY £F20R(BS0)o.2 AXstd WEdW Axs QMZ27e] st o RIZFs|AA ;T
QEHO]E(DIT) X N-opAHAZERJINAC) 0.2 HA2std Axd GSHE S7HA A2 @ mizks|d 4 9l
(% 30). ©O|EFH, GMZ27-> ATO®} wizi7bAl= wEw Aazo] GSH Abshshd A Agls 2dsA Rk, GMZ272
o - Z7]e, ATORTS ¥ A =4S & F UtHE 31).
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W Foe] G M227£ AX wHe (Dllb 4% ¥A9 &0 g3 BHEE= AT Bal/gdes LEFHo

wohs Ao weAn. olefd Aik= AT09] Aol HlshW A Aot 32). GMZ27E AE F7)

ol tiste] IS FA LUTHE 33).

ksl %O#XM BxFN oe Aol digk GMz279] H4S VI FEY A BACA Brkeklth. GMz27
A 3]

f
2 o

Mz279) 13] T FA1e BAS @Xéé}—b AEE A 29=-A2EH HAAA FHATt. 542 AMGE
Aslel 2. A 50%E Fol: GM279] =% (LDyp)E 100mg/keQl Aoz velth, tlzdo= | AT0

o] D5 10mg/kg A== #X o A3

A 17
N-(2-S-tHEol2A e e X 2v o d)S 4l Ax

N-(2-H 2 E X231 2 d)FE]21(0.025, 3.264g)S 1,2-TuEA]eH(50ml)ol] €3, fHdE220}221(0.025
=, 3.529)% AUisidth. WkS SR ES *E‘%OM 4/\ Hsok mukslgich. E}" Egjodolrl 4kl <]
WA HAHES O%PM AEH #Eloh SNBSSt FHAA ANHS FAAAY. dold FHFES A A

2o 18
2-(S—HHl"elZA ) B oY FZ =AY A=
-HENEYUIEA(0.025, 3g)S UF2RHE(50m)o] Y, tHeE R 202A1(0.025%, 3.522)S #7}st

Grk. WSES NS SFStEA muskget, O o, OFR2we Sl J8 Ay, ARES
Holg delzGon)el A7, E2 ALNSAATHE). o FAE NaSOAA AN, AFA7)T

sl FFAZ 5, A DA RA Aok S A

[«0

=1t il

A 19

L-(+)-2-0p] =-3-(H W & o} 2 A =) B & -3-v| & -4k

L-(+)-2-o}n| =-3-m| 2N E-3-v| - FehiH(0.01%, 1.55¢)S U222 e(50m)oll ¥, =2 ve(5ml)u]

O R 2ol 2 A(0.015%, 2.10¢ A7 ¥, EDo(1.60)E AsAT. o EUES 4NUNED
WU, e ERES AN, R 94 29A mAZA A Aol Uen. 249 nAg
gy, o oHelE B oliELR #AUR Adstd Aok A4ES ATIATHL.6g §H 107-
109C).

57%
A Bx AAH AW gt Belel %R HgE % o A el W ol BEe
AABAY g1e 4= e Bloth. oy g FI/HES 2 W] WFo] HIe Ao AAXM, 3§17 HT]
ool et Fdabebd S 2ol vlsE AAGES] BEE Ego] B wHe W &H3s o
Aol
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