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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@og F712 © uyHold 5 39l =
AT ALLS FE Zo}7] Agko|Aul

& 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

Aol AA|FEfol A, oFs} i*é%%, & B 7] HlA FFE oF 0.1% oS T 4 g e A

AFEA, 24 FRES oF 2 WA F 75%, Ei= olE B0l oF 25 WA 60%, R F=T 5 Sl

= 2 Qo] Qe WMHAE X}le'é_‘ T k. o2 vAIEEAERL oA, FolgEe e Fod oF 0.1me/ke/ AT,

0.5mg/ke/ A5, 1mg/kg/ A%, <F dmg/ke/A%, °F 10meg/ke/H %, °F 20mg/keg/A s, °F 30mg/ke/ A%, °F 40mg/
]:

>
kg/ Az, <F 50mg/ke/AF, °F 7omg/kg/ A5, <F 100mg/kg/ A5, <F 200mg/kg/ A5, <F 350mg/kg/ A5, <F 500

ofp
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4%

Q]
=

97°C ¢
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[0251]

e

=]
T

o 2

= =

o, 9EH(6.9g, 91.2¥EE)

bl

S

d5)& A7

1.9-

&7 115-118T; NMR(D,0) &1.35(s,6H),

ACHEE 75%):

7.8-9.0(m,5H); @ ~FMEZ(n/e) 140, 125, 110, 105, 79, 52, 45, 36.

o

gl
o))

A

o]

4.1(m's,10H),

(1979)22: 572-

Med. Chem.

5
T

R NS

A7 =2 (Ralph Zingaro)oll Al &¥x4,

A g

28 AAe] ZHE ofo] 44X A (Robert A. Welch foundation)ol ¢

SAL-1
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=
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[0257]

[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

o] MER1, SAL1 H& SGLU1Sl EAst =& F s
g WPzd Wl Hxzdd B gE: Bl A%
B o}

o] e glojA, Mdy 3z} 9 g Foizte] wxPA AME2HE IF 3| (Ficoll Hipaque) #'E 3}

XE Egsta DMEM 24w X AdgA Y. T gEAE, dF A AEFE ALEs).
thepst 017t AEFZEE e obyd ME(RE 5x10A¥/m) E= WY fxp @ A4 Tolxte] wtxyd
om¥E 9o vl E(1x10AE/n)E thder Ero MER1, SAL1 ¥ SGLU1Sl &A)3} = H-A sl <ot
MEM =+ RPMI 1640Wel A wiekstaict. Zhzte] A3 %A% 3%4 Fasgith. MERL, SAL1 % SGLULO thsh
A = A5 A I(EE 3Y), Do dENIT = EHH-E)Z HArlste] AE 4EES 37169
o} dm Ay Ao EA wek 2 Mo] Wtk NIT Agste] AT AEELS xR AE 529
& 24 F7tE . ER-E5F 98T ARt 35, A7 dvjAdstd A4E = 3, AEES
A}

14 e F2Y IS A

96-4 vwAHA P 47 ToE HxIN o
HATt, 507HET B2 AER o] X A
shubel FREURA AFEAT.  F2 Adlle gz (eFE viAY) A5 F2Y S gg F2Y F29] A
S2A B A

gol HlA fli=
/\],Ueﬂ ,\1]:‘1_ o3 Al

Mgt & el AAE Hx stgEE wdElle] AlxE AYd 5, xS A E-45E 4
2

<
T
ob Al V-FITC(E=R| X (Travigene)) S §Hrats A b5l 100utel AAEA7]aL, ¢

A=(PBS) & A X8},
Ao A 15w E e widalltt. PIE FH7beE § AXE SFAXESA7INA EA 83T

2. mjEFEglo}l g [olo] Qxygsrd 74 mEI=ol uto] A9 WItE gristry] flske], AAlE At
T HA FEAZ A &, MEE lps vy w29 nEEHAMitoTracker) Z2H Al 8] 3T,
NMEEHA ZRHE F5408 Axus 7t284y gilste] &4 mEZ=gold FAHAT, AXE ti
e 2714 Mo g JAsIY: nEEHA #H= (MXRos(EdFHE ZZ B ~(Molecular Probes)) ® HEEZ
a8 FM(EYEe Z2H82), M¥E PRSE AFHsa, nEEHA A5z A, gioa 37CAA 14
Bk wFstltk. (MXRose WEZ =L 2 deo] o3 ZAlHo] mEZEFoE EYE, HE 37
Hh-gate] HE divHE FF 43S A4t mEEHA a4 RN fdse vEZ=ol B el dglel
nEZC ol 4 FHHDR nEFZ=gol JE AAs]d /&3 =7 ",

SENESHHA g3 FhaTA E4E AT fske, FEIA 71EQl
(Oncoimmunin))& AF&3FAt}.  PhiPhilux GID1S AJwd] 73] 3 2 FhasA 3
| flgk 71dolth. AAlE AJFEt £ e vlA fFEAE A &, AXEE PBS

b o

el

Sl AFEAIZIAL, 37TAA oA 1AZbEsE wfgatlet. wigs Alx2s A%

2
=
a1, BEAEEY BASY] B Aol PIE Frhste] RSk Bok A4 AZE ASAA
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[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]
[0275]

[0276]

[0277]

[0278]

=50l 10-1252866

oin

AX F7] 24

ME F7)E ohoa o] BAath: B ubyo] Aold Hl& seHEI &7 724170 MR F AlE(1x10)2
PBSZ 23] AF3Ht. A AN (RNAse €N, EFE X-100, ANEZANER, PEG) % PI(25ug/ml) S &-fF3t=
G golo Ax HAIYS AIEAHY. AEXE A2 oA 1585 wds g, AA~E(CellQuest)
T2 (W E-t)71<&(Becton-Dickinson) ) S AFE-8lo] EEMESFAG 7] o BA5SIH.

A T4 AH=Z A WGy AEF NBAE ARSste]l WdR Ao Aol idt & 2w Ha sheEel o
Fe AT, AT FFAEe qZARA Fao g EL-EFA0lES F-(Dlb @E24 A (HE-H2
£)2 gt ok g 72AHEe MgE F, AEE PBSOl ARt 1 the, WE 1x10A%/

o3

A .
me NEE DEEY FA L 7 1:1002 FAste] A9 e 15&F<t WSk, H
PBSE M sta, A PBS 500ulo] AAEAHTE. H|Eo|H AFS ALAr717] Hste, ADg &
S Y3 "Wom AFEUT. ZEANESAHIE AMESle] AXE RBHsa AHIE gRHE
(CellQuest Document Analysis)S& ARg&3dle] AEXE X315},
PML/Rar &3} g¥ldol 43
Aatg A G4 AEEZTAd wy¥ye] Xz oR Q79 , PML/Rar &3F FHA 2 gl o] uky
sked APL AEE o AFEAIIGH 8] AlaEE ARgstel MW Al PML/Rar et &9 whad
7} SGLU 9 MER1el| thgh wigdw) Asze] s wigAde] 7|ostexE Aslar, Arksin|ao] WAdd A
#H7 0937 MAEE PML/Rar &3 FAAZ GAZAAAFHY. FA7AAE AEZUI37/PRI) = JASHAL vlo
=7 (Michael Andreeff) HFAFM. D. <= <FAIE (M. D. Anerson Cancer Center))=Z%-E Zﬂi‘ﬂ?}ﬁ}.
PML/Rar &3} -721= ofde] ZAlale] 715 o= €k, U937/PR9 M EF9] PML/Rar &5t §-AAe] Zn -5
=4 dE e zaLM(Grignani) 59 23 [Cell, (1993) 74:424-431]9 1%H01 9lth.  PML/Rar &3} &3S
gst7] flste], AEE 0.1mM ZnSO,2 3A1ZHe}l Aeldh Fol, v det=S 72A4bs st H7bekglvh. PML/Rar
a B AFHog AEo oS IS X oF 3AIZF Fof| o] FojA| L 48A|7HE St G ET).
2Ad 3
MER1, SAL1 ¥ SGLU1¢| &< EA4<9 Adad 37}
MER19] &uidw &AL 67Fx]9] Aolgh 1z Wdw Axs, = AML2, AML3 2 HLEO(AML fX% AxEF

NB4(APL ‘ITE AIET), K562(CML-BP =% M¥EF), Z KBM 7(AML FEH MAEFT) diste] 3¢ NIT 4]
HA EF A9 el o8] H7FE AT, MERIS NB4 Al3Ee] tisgte] 7F G o)L, IC(A A &
Z Azl Hste] AEE 50% AEAI|IE F5)7F TuMelvh(= 1), MIT Al ofg AML2 Al 2 KBM7 Al
o] B4, 4 Eqw BF B o3 AML2 A¥E(E 2 Fx), AML3 A¥, K562 Al¥E, 2 HL60O AﬂiA R
3, o2 AEFe] MERL A&+ 1.5 WA 4uMe 1Co #S UrEhHi’iTﬂr. o] AL 7] AEFo gk At
shu| o] B FAREIATGGREE A 249 o = 1 2 &= 20 YERY).  MER1S mF gk @] dis)
B AU (National Institute Of Health, NIH)o| ¢&] &«X =2t} B 48 ARRslo] 60709 £

o

/E

i}

=

m %m

K

1:1

AEFo AFcto] tiste] AFAY AFATHE 3). B IFFEe st =S AxF, 53] gy By
Alze] giste] v smolA 4] TAE YERSATE. MERL 1uMe] FXoA, AFPE 6714 BE Wdy A
AT T *J%—a‘l AAHAH<20% F2; & 3, Al AA).

SAL19] @uEw AL 271X Q17 AEF, F HL60 AE(X 40 71&3), 2 Z138(ALL AlEF)o] tisle] 3
d ERY 57 S o8 B@rhEAY. SALLS: EI EExEunl B A4S A}J‘lo}oq 607171e] FF AEF
Ag ko] tiste] Al@ddlel A NIHol 93] &et & diste] Algstgith (e 5). 2 33ES g T4 Al
EFol gkl W s 49 FAE YEhIT.

SGLU1S] sadr A 97Fx] QI WidW ANXEF Z NB4, CAG(HEZF AX), JURKAT 2 RAJI(H=ZF
AIEF), HL60, AML2, AML3, KBM5(CML-BP f+&=® A3EF) 2 KBM79] tisle] 3¢ MIT #Ao] 23] H7ts ).
AEF NB4e] A= = 60 7]&Fo] Ik, SGLU1Y 3HMay SAx w3 671x9) Q17 Widy NEF F
NB4, CAG, JURKAT, HL60, KBM3(AML AZF), = Z119(ALL MEF)e] thsle] 3d Egst B3 A W o3
BArE e, AR 292 e, 84S = 6o 719 At sl @43 fARsETE. SGLU1Y

(<3
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[0279]
[0280]

[0281]

[0282]

[0283]
[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]
[0291]
[0292]
[0293]
[0294]
[0295]

[0296]

[0297]

SS90l 10-1252866

Gugny S4e EF HLG0 I3k WP A etel 59 FEAY BAel o8 BAUUGCE 7). SCLULE
EF £EEO B RS ARgSe], 607149 FF AT Ageel thetel AFe) NIl o5 F¢ B4
of st NFHAG. B GFEe B FF ALFA thetel He FrA BY FAE el
AN ol 4

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

59e] wiEgH Sk(3WS AML, 1% CML-BP 2 1%H& ALLY; = 9 WA = 13)9
BA el tite] MERLS Al@ssith.  @7|ke] M wjtEoA], MER1S 4HAkshH] vk

10 2 & 12). Hgh, 49 A4S FAREFEH] AZolA A HxF o9 Axe] digh MER1S HA4S
Hrbskodnk.  w@r)zke] A dEr mjdEol ], NIT 4]0 <&tH MER1S Wdw ghxie] obd Alxuwc) 424 A
Fo thate] Aol HIUHE 14). 7HFF To3AE, AV FE294 2404 MER1S AkshH] A w )
B Al tiste] =0 dEattH = 15).

o o
p‘_‘

= ;& R
=
k1
L
k1

14e] CLL $Hp(abatshn|Zeel] digh vlas yebdl = 16) 3 2% AL 4= 17)5 *33 3589 gy &
AR e de) @ Ao tisto] SGLULE Aldskltt. A7IZkel 2294 B4l SGLULS: AAtsin|in
o A Azl diste] SAdo] dalti(= 18). E 180 YEd 8d FEAAY 4] o], 99 ¥ 13d FE

QA B 3 =35,
PPN 01 5
MER1S] A|F3t & AAHA

MER1o] <14kl b3 2] d4mo] &3]=AS w] MER1o] 270€ o] ¢HgehS el dHolg7t dojxied, o
a2 22 71 dE AR Aol AxsAd 2ol dd FEeR fAEHNY] wWEelt (= 19).
A

EERE, MERL 5t SGLULS] "Ml ofebs 33717t =3 = Qi

She

1. MER-12] °Fs}Z] H 7}

MER-1-2 F=&3]=7} oF 15mg/meo]th. oF 150mg/m¢ ©]3te] ¥ =2 MER-1 &+ pHE 622 X437 931
0.1IN FASIUEFS AHgstoan dAdd 4= ok, o e-guolA, MER-19] &3 =+ 100mg/mexch 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

C. &9 org¥

tge pl #tel 235 0.9% HSPHEE FARAW 10mg/mee] s=olA B7keklth. pH7F 2.30]aL(2e pH)
<
ol

ASEFORE pll 5, 7.1 % 8.5% 2HY AES Wl AU AA Bk il 5o WEL 344
27) FEO OF 89%F FASHE B S gAS vehidth pi 7.1 L 8.500418] Sole UAF 47} 92
o) [e:

% B 96%E FA}AoM, T Folli= 9009 vivtem "ojhuh.  pH 2.39] AEL 7AES st od, 1

Zol= AAES AT, &) & 28 FxI

MER-1& ¢ W& Fxo] &Aoo d ogsadxnt, ¥ =& FZolAe HAF Hg3kdth. W 0.1mg/ml
o] oFE9] oF 40%7F £AFHAY. FEE 0.9% & F FAAY lmg/me = F-E] 10mg/ml

2 SV wE, e HA A7IEet HAET. 10mg/ml wEE WSk 3ME7ERA] b sk AR,

_23_



SSS0l 10-1252866

H

ol
2
iy
i
o
i3
N
olr
=
M

d7b dojdr}. &7 ¥ 3% Fxs)

* 2
[0298] 0.9% B3I EF FAFIW MER-1 10mg/mée] pH ¢F8A ==
24 714 Zte] 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 A 101 92 96
30 100 80 82
60 91
90 91
180 87
* 3
[0299] 0.9% AHEF FAFAY thgst oA MER-1 &< <A
2A 714 Zte] MER-1(%)
() 0. lng/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
f =y
" 60 Rrel o 40% 9] £e] Uojyd
C o] HAA AAEA GG
[0300] [1. SGLU-19] &F&& 7}
[0301] SGLU-12 4t s AelA Folatsd 3 &71ss7]el 88 Sl 9 oA s z2e oz wazn. =3
|ANe TE A 52 27 [ ATl AFES] fste] A wiEgE & JE=F FEE] s, a1y, &
N ok ¥ & R A Ay 2 A Bte] QFFHE AFAA e fFol AMES] $1%E dA Foiy
o] ¢ & wAE AFRs]de FAHEst. o]y d X dojA ALEAl AFAEE FEAER FAYo] 1
ERa=
[0302] A, £33
[0303] SGLU-1& Fg&al%7F ¢F 60mg/meo]th. © =& SGLU-1 HEE &9 pHE Ho]7] 9ste] 0.1N FAJVERFS
A}%Qiiw " ok, gy, o] gkEe Uy A Bk Ao w YEwth. SGLU-1S ol gk
Sl A E&Ao|A.
[0304] B. €9 pH
[0305] SGLU-1 &) Eafo] pH 2 oo o)
[0306] 0.1mg/m¢ pH 3.9
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[0307]
[0308]
[0309]
[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]
[0317]

[0318]

SS50l 10-1252866

1mg/mé pH 3.2

2.5mg/m¢  pH 3.0

60mg/ml pH 2.7

C. &9 AAA

thekat pH ke GEFS 0.9% PHEF FAFAY 2.5mg/mee] EXolA #rbskgt. pHrb 3olm(E# pH) F
A EFOR pH 5 H 72 iéﬂ‘-% MES YFstol 30del AA Hrlskgick. pH 59 A& 30€F °F 90%
o] FEE A3t I ¢ 3 orAHAS YERRITE. pH 3 E 7oA §Ae Zhz oF 849 2 2% 5
ALk, 7] # 45 Fxe

pH 52 ZHE% 0.9% ASIEF FAAY 20mg/ml L 50mg/meS] EE9 SGLU-1S <A Aldsledct. WAs)
o] 60Y ByEE= B 10% mnke] &£4o] dojylrh, oA éiﬂr—: sl7] % 59 YEeERNAT.

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% A3IVEF FAFAY SGLU-1 2.5mg/mle] pH ¢+HA Z==3
LS ZHod 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% QIIEF FAAY SGLU-1 20mg/ml = 50mg/med uie] <rAA
4 14 ZHo] SGLU-1(%)
() 20mg/ m, 50mg/md
7 101 97
14 98 98
30 94 94
60 92 93
90 85 87
A A4 6
MER1, SAL1 @ SGLU1¢] W7l
AEAES] F5, AE F7]0 sk g3k A< =, 9 o)A PML/Rar &3 §3F iz o Rl 2% 2HAF
shH| A9 2HE Uﬂ?M%O Ao ettt B a5 HLE0 xF WMEH AXoA AEZAEE fEstE
MER-19] 7FeA& ZAMITH(EA 7] 1 UA] 3Y). AEAES foe AE AXY BlEo] ZaHd & F
we} Jojdrh(E 20, & 21 @ E 22). MER1 @ SGLUE A}83 F71¢) A3 A3, o5 33&d 9 A==t
HopdA vV )] fri uEFZ=go} who] A9 W3 ((MXRos FA) 2 FtawbA|e] &4 3 (PhiPhilux &

AE Fukels Ao g et & 23A, = 23B, = 23C, &= 23D, = 23E ¥ & 23F =z
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[0319]

[0320]

[0321]
[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

S==5| 10-1250866

Bao] oshd, AMbstH| A PML/Rar &3 fAAS @Heb= A2 A4S f28k9tk. SGLU 2 MERIC]
AVeE 58S THAEAE AEeE7] ko], NB4 AlE(PML/Rar &3} HAAE L@ S ALgsRar, v 3=
o 3 wEA7 I, Aﬂﬁ T A (D11be] WS EAEZA7| o =AsTt. (DllbE =4 X
o] A4k ®Aoth, HolHE X 240 AlFH o] =, o] SGLU 2 MERL % Aes sk F5s YErd
o 2 el Aol HlA slEEE A2 HL60 /H].Loﬂfﬂzl Ved AE F7] EFE TEAESHIE ALE
33 Z2IF QQrto|l=g At H skt SGLUE AlE F27]9) 5—71 AN MEE dASA FHAH,

Aol g8k AlES] S-7]

MER1S ¢ H& AR FA3 A9E 79t (E 254, = 25B). & 25CE AMbEi]
e}

W& A ZY PML/Rar &3 §3 @Al EA7b, SGLU % MERLO] that #dH Az A wztAdo] 7)o
steAE Ayl fsted, theel Al2ES AREERelth: abaksiH] e uidel Aom ezl 1937 MEE
PML/Rar &3} A= FAZFAAZAT. 01 A ok EAlstl Ve e® Hrk.  uEbA, FEAE
U937 M E(U937/PRO)E o}de]l &EA sl L FAste] Aoldt vlh FE= At Ades = 264, =
26B 2 = 26C] YERNRAE=HE, 7154 PML/Rar &3} FRAe] EAlE AETF ARSI E[ e st RO R
7] A% dgzAo) A vk, SGLU E MERIO] th3t AEe) mi7tAdo] 9&S FX &S Aoz YEhgt),

A4 7
MER1, SAL1 ¥ SGLU1S] A& 7FsAe] AAW H7)

[e5

>.

Ak Mol FE HUE gk My AEE 23 Ut BFUSANUSCID) FAol o8 vEHUch, o] mw
o BEU QzF WHPe] BANAA wol A fAR Ao FATHE HolA BESATY. Hol@ F
oF FF R Ul it kE AAY BHS A ALY AR Ak FelR. E=W, FE A
AAT 5 Qe ook, Ao Aol dHe] U@ Ax wAE AT F Ak, SCID AL ARE AP
o QA MAW ALE HED A 29 Fol AHt. 27] Ak APAAS o] e A wdo] YojA
159 Az Mgy MEFE FAMEE SCID FHAolA2l %=7] AAW A3 MERL, SAL1 =& SGLU1SY Foz 2 o
4e Agatart.
FES Y A, 0 Folg w mi Age] £y w FUHWE taTe 4F A ). FAE
& gohge TRl dsd 2B $RD, HANa W A HAHY ZAAS 4534 Ty
o o5 o A4 ARely] WEel, Ha o] Aol

S(PCRYN ©f3] 1zt DNAS] E=Ajol dhate] ZAjskgivt.  #Ey
EA = ol A 244 DNAY HLA-DQ o & Iste=n zAbE

SCID #e] A A5 HFe] dAxAL 1) F=ul 9dy Ax HFe AS 2 2) A4 sFee 4 =

el AR (AT uep Folzre] Ao))olr},

I. 35A A8y MEX EY(engraftment)?] AF. Ao AAY AL 47 9] SCID HE ET38%Tt.
T sukEle] HolAl el f3<) AzF NAY AEE B HEsATh: HL60(AML), KBM5(CML-BP), KBM7-3
A ZeAd Mg, 9 Z119(ALL) . HL60 2 KBMS AlEE 9573 98 Yehyded, HLeoTol 2E A 3
T3 2 319 A 36dolulell U, KBS HE 34 WA 36 ojule] FATh. Y2 Az HLA-DQa 9
DNA Aol diste] P(RS o 2N AFTHATAHEE BE FHo BE ZA A FAIds). 100L#l,
KBM7el Al # 5mbe] & 4ntg]7} o] W3] Aol llar, 71197l A= # 5ube] & subE]z) Aol ddth. 10095

of, BE A% FoliL, HA-DQasl thste] 24 PCRel ols) ®Alstedrh. AWe Selgiivl, ol Wy
A Bo] glgs e, AR Add $U¢ 9o ® e AxF Bas,

AHZA 292~ A2~ (Swiss Webster)

II. Add 8329 34 S dg 24, =4 A9 flske,
5 ARk, ARAEstH A9 LDy s=7F 10mg/kgql A %]

2
A, 29292 FHdA 9l SLGU1Y I SA AlF. SGLULS 548 Aldetr] sl 2~92-128 Hol o
sled 27129 Age st Al *E‘;joﬂfﬂ SGLULS 1P A=RE %6}04 78mg/kg, 285mg/kg; 2 357mg/kg
o] Bojgon Foslgitt. E=AS FHY AldEo] o3 %
SGLULS & A Aoz wsjxit). o] Ao tﬂ 18Z 317

X6
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[0329]

[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

SS90l 10-1252866

ol (mg/ke)
Tolg 1P 178 285 357
AR/ ES 0/5 1/5 5/5

A2 AglelM, AFE 2F Ao 542 P 2 IV A=l o7k 318mg/ke H 375mg/kg TRl A 9] SGLULS]
Agoldet.  wbal, SGLULS LDy 5% 350me/kes]

o] st Aoz Zgolgdy. AZE dr7] & 7 2o
At
*7
A%E 2+ F9 ¢ 3 A
Fo] 2 (mg/ke)
318 375
[P Foo] A g/E5 0/5 4/5
IV Fd9] AMS/E5 1/5 5/5

B. &H&-9AE FHolAMe MER-19] e A4 AR, MER-19] A4S Aldsty] flste] 292-S12H FHol of

ste] 27bA AFE Fyaith. AL AFAA, MER-1E [P RS S3ke] Tlmg/kg: 107mg/kg: 2 143mg/ kel
Folgor Fosink. 42 Fo APgEC o SAHJTG. FA= FAF Timg/kg B 107mg/kg®] MER-1&
Abgelo]l & AW Aoz "Ly, o] Adel dolEE 7] % 8o Loksdi).
X 8
MER-19] Zhek =4 A3
Tl 2 (mg/kg)
T IpP 71 107 143
A g/ E s 0/5 0/5 5/5

A2 AQoNA, A= 74 HAY F42 125mg/ke; 156mg/kg§ 2 170mg/kg FoAZFl AL P H IV AR o3t
MER-19] fFofell theh Adeldet. whebr, £ BHAELS MER1IS] LDy §%=7F 150mg/ke?l A& Belsigivt. 2

At

B2 3l7] F 99 Lokt
F9
e 7 Ao ¥ % AT
o] & (mg/kg)
125 156 170
IP Fo9] AMYF/EFF 0/5 2/5 5/5
IV Fojo 4%‘ [ZF5 0/5 0/5 5/5

C. 291=-928 A9 SAL19) I 54 A4,
o] LDy 53 50mg/ke?l A0 15 G

471 Ad fFARHAl, SAL1S 3t =4 Al A

ANl 8
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[0345]
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[0350]
[0351]

[0352]

MER1, SAL1 ¥ SGLU1S| & E

, 45, 60 4 2, 3, 4, ;
HAE Co, Tl o8l A v, =5 Hla, Adoel ofs] deifE M. df WS dvds $
ot Al AFste], dadsta, A4S Eazla, 248 "7 80Tl st dde
HHESLaL, ol (Amicon) AIEZ] 2] (Centrifree) M|Ainl XA 2000g <2040l F-S A st &
4 » E

N Ko N

tEs AT w7hA -80TAA nasigith. AdeE TolA, 24 A
=48] fletel e A4S AR st AT dF 9 deoldE I Pk FHE FAR(E
Zo] gl) A F5 2dWe o8 SAaeit. SAE O wke FEFEI wMEE A7) fste] U
o] #AETt
A 9
545 43
O3 Fo 545 43
MER-1 B! SGLU-19] # ol vk fFojeh dtelel Fofak-9b4y 545 AAsh] flstel F7ko d9& 533
ot
19 53] 110, 120, 130, 140 ¥ 150mg/kgS H7}8l= MERL U}=3] Fof 1.V, 548 2o AnE vy ¢
of aofgitt. A, H, b g el g dvd Al TS FAC. WLEHe] O% AT B
T AR FAdMRTG A FollM o EF A Wtk A R o] A W, oAd JE S MERL
B} WARE $AT 24 Aew AR, X HdS B FRATRE 34 A Agd 4 A
A RFeA deAdglel W B WHlelh. o v FoRrellA Aol fEEE WA Hl
e o2 7hed 3P 54 vehils vAES FEFAAY BRHAT. olE TES dubHoR 13 £
& S5l skl Folnk. olH @ thrE Fol A weAMe Hat g EAEE A dAEAY FEA
A kAT, AW TS MERLS] 18] Fo] AfelA Eakivt. =7 AdA Y] v A2 Folg 9 v 2 AMYE
o 3&L2 7o) o] sAPEe HA Adel diste] o TS JeRRAT

SGLU-1 t}=3] £ 1.V.9 Axns oS3 o] gofsitt, AHE 5ubeo HdA mel Aus F3ake] 50,
100, 150, 200, 250, 300 ¥ 350mg/kg/QS] FolZFo =z SGLUE 1Y 53] AW FAF B, Aojgde m:=
=]

=4
HAE 289 7HFaL, F94, AAHE 2HE Ton, X2 uFAA, HAFSISIU

FARY o 1A A SR FHA AS-, 250, 300 E 350mg/ke/ Lol A ELol o2, #HwAH #F I,
7, e H g SFE T o] yEiEh. o] AddA &F Heo| A F=AZF(no-observable-
effect level, NOEL)2 150mg/kgelal, o= 47 F 5ubeE] F 1vlgloll A 200ms/kg/ LolA HAIES] FHAY b
3ol AT, o] AdelA A H FEAZFNOEL)2 100mg/kg/deolx, AR # svg] & 1vkg|ollA
150mg/ke/ Al A 13 AA T = Pol| FAFATE.

AAd 10
HPLC &4 w9 /it € &<l

HPLCE #7] Y& 33tEo] Algol 2L
A (AL 108 4, AR (ALY A 55 H4o 72
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234 % 484, A
£ E9], 0.025mg/
9 9 10 9

_ _ . ~ o
@ mA WA, B g ke HwA Ao, defel BeE % % B4, 4 v AYEe ¥I9. o
4 Iz

Kl
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Ao 11
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Fojge ofelet Al o NTE APs o Alxgel weh ApRHAT. ol Ths
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[0369]
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[0371]

[0372]
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[0374]
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[0378]

[0379]

[0380]

[0381]

[0382]

S=50dl 10-1252866

=

tueol2 A4 (CHy) As(0)OHE o] 28kl & olnjB AA9 M2 AnZ 79y (Luxembourg Chemical

o] FFEAE. o] ATl 2o £E Bart ¢ukEo] Qlal, % 99.7% 24 FHEHJY. guE
[eZ N [e]

2214k Akl &A1 A pH 3o] EHA sh3ltk. o] &l ottt VFE of 1MRbESt EAT
U Szgelade FAE 54 edex FEt.  2d Z2ur]E ARgste] 7 A B/ (CH)ASClE &

b2y e telgdH 2z FEe, JH2 8
= 8712 AN A9 A= T we apgel oE e

500mEo] ZEfaToA, de=gls AnZ by (Aldrich Chemical Co.)2HE W £ 9899 FFEELS
7gs ARESEAL 1, 2-TiW[E A el gk 250meel]l E3IAI AT, 1 ok, FEH(NaOH Rl A A=A & AF/FA
) 3.5¢& It o] &g 1ARHERE ARFAIZ F, 3AREESE A2olA ankakgict

vhgtA g A EQ S-tHdeotEA e F R EE o] FEd At A ZA ZYEHAT. o] AAE o el o)
AAs 1,2-telEAdgez AAsA AFHsRet. 2 o, T F3dadeld Ay AzxAAY. S-y
ol A FEE S WY dade) FEFE 10.3goI0ar, §He 135 WA 140TolArt. o] =& 4

oz
e
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2oy
Mo
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>
=
ofo

o
Qo
38
5

Alel 2 WA 120 Hsd A
AAd 14
S-HHdolEA =ZFEE2(GLD) 9 dad s v A
O EolZ2A =ZFEE 2 2 22 A8 H(Chen, G. C.) T vt’:ifi[Carbohydrate Res. (1976) 50:
53-6212 Agslsled Axdiot.  FdsHAE, dEQH|A(HHEol= A
S| A1 71k, o] & EHEzWEr] S &7
7t Jol =FAI7It, 2 o, E}ES S 94
)=}
B

S-tvgolZA| = FFEFE] 2 B Hxw 8% ZF#U(Cullen) 5 #3[J. Inorg. Biochem. (1984) 21:

179-1984]9] HA S ARgete] Azxgrt. AsAE, tHdolE244 B FFEESS AL BYTIs] Eel
% = 5 b ook, Arstel Zhdgle] S AxAIA aAlE da

°olE AUl WEER F= U, WEE §HS 7etetel T AxA7|a, AAE 2AE A }%/
o 7 —

-1
2R AAAseta, Roa, AxA
2Ae] 16
GMz278] I B4 AW Bt

OH
NN NN
3hehA o] FxE e f7] ok=Al G2TS dold A%t
kel 72413 NTS ®A el A A@skglar, 10,0l 0.56 W1 0.86 ull
of W ateiu e 4R Ao(E 274). vk, G279 FEW 24
Aol A rbskglar, ol MEE WA wiel A FAAIG.  GMZ27e EE
gy AARSE d @y A iste] dbsinlang 3ds] 2 E4E UERATHE 27B).
Tt Q227 R ahabsilae] Feh o] vt SE vaskgih.  Abatshel (A Al
F GSH AFshehel AJagle] 248 oyl AlZd ROSe] A4 Wsh, Al & /*é% 3 AE 5] 24

mﬂ
oL
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[0383]

[0384]

[0385]

[0386]
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[0388]
[0389]

[0390]

[0391]
[0392]

[0393]

[0394]
[0395]

[0396]

[0397]

[0398]

[0399]

=50l 10-1252866

Olﬂ

7 2o x3sl 9 WSS B3], APLo] ol A XA gudr] &S uk3siglt),
GNZ278 ATOR T Al¥XAES Fested o AHedY. G272 nEZ=gol W HYE W3lA 7| JtAsA]

0 BE ® vhE o Pz s Axval 82 AWy Wiel, vEzselel AxAd J2E BY5T)
= Al deptel ol=M slasha 3 el f, PARPS ek, 9 AlEol tlgk obulal Vel Agtel Uoluk
tH=Z 28 2 & 29).

WYY AZE FEQW £Z~oNI(BS0) SR X stH NEY MEe= GMZ27o] st o Tyl o E
:;Eeﬂﬂ%(m) T N-oldEA2EHANAC) o2 AAelshd AXU GSHE S7H A AxE7F @ ugdad 4 9l
(% 30). ©O|EFH, GMZ27-> ATO®} whzb7hA|= Wy Aazo] GSH Abshshd A A¥ls 2dsiARE, GMZ272
w- Z7lof, ATORTE o 37 283 & F k(= 31).

Sh2 ool GMZ27 A W] (Dllb A% wAe] frimel o8] dutsl= Ax 23/ 445 —"%—Er@
Zate Ao WAy, old Axb= AT09] 9ol Hlshd 24F Ao|Uth(E 32). GMZ27&

el diste] daks FA FUrHE 33).

A% FolAte] xdN vdl Azl B3 GMz27e] A4S F7 FRY 4 B4 kel GMze7
< ATORT} 7% AaEel tiste] =/do] dstth(= 34).

GMZ27°] 18] ol FAbe] BAS ZAAste AdS A4 22—y FHolA sttt 542 AbgEd &
7ate] SAEATE. FHe] 50%E Folv MZ279] F%=(LDs)= 100mg/kedl Ao = yElWTh, hixz o2, ATO
9] LDsp> 10mg/kg A== &4 o A
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L o

Ao 17

N-(2-S-trgelZA B e x2H 2 d)ZTAlY AF
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