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L§ ' ,y . " | r
l T 5C N T - g
(CH,),—0~C—NH—CH—CO0H
| (CH,J,—O—C——NH——?{—CQOH
(CH),
| (CHL),
NH I
¢ ™
N , !
HN P
NH, a7 \NH5

1

H NMR & (mmso ppm):  9.10 (s, 1H, >, ) , B.93 (s, 1H,
7)., 8.64 (5, 1H, 7y>) , 7.77 (bs, 4H, ¥ 7 =) 6.25
(bs, 1B, NH}, 4.28 (t, 2H, CHy-0-), 3.87 (¢, 2m, CH-N}, 3.58

(ml 1H; Cuﬁ)l 3-09 (mr 281 CEJ-N)I 1.20"1.90 (m' IOH' 5JCCH_2)_

ooooooood
gbobooooooobooboboboo

gobodbogoooooobooboboboooobobobobooboooooboobobao

00000
c
N¥ N ‘ H/PdIC N7 N
I 2= U
S ‘ & /=N 2
e 5 Y0
(cn,),—o—cnn-—-tlzncoou (C}I,),—O;-CNH——?HOOOH
(fﬂz): (Cl-'Hz):
NH NH
c!: |
N : I,C
" “nm, a7 T,

1y NMR § (DMSO . ppm): 9.13 (s, 1H, #y>) . B.94 (s, 1H,
ZF1y) s 8.66 (s, 1H, 71 ) » B.25 (bs, 1H, Ng), 7.44 {(bs, 3H,

sy =) » 5:82 (bs,. 1R, NB), 4.28 (t, 2H, CHp-0), 3.88 (t, 28,
CHy-N), 3.72 (m, 18, C%®H), 3.07 (m, 2H, CHy-N), 1.19-1.95 (m,

10H, 5xCH).

13¢ RMR (5 CD30D ~ ppm): 179.47, 159.21, 158.95, 153.79,

153.41, 140.07, 135.42, 66.06, 57.37, 45.38B, 42.66, 31.88,
30.93, 30.11, 26.67, 24.65.
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(28) JP 4151765 B2 2008.9.
~, |
e : | "o
\. ‘\/\)

1ENMR (CD30D, 400 MHz,§ -+ ppm) 8.22 (1H. &, Sy ) B.0S (1H,

. : 4.60 (1H, t, coy); . 4.3-3.6 (8H, n, N-CE2, CEEZ':
S 7y :

CHp-0. 2 x COH); 3.51 (6H, s, B, N-(CH3)z}; 2.2-1.2 {14, m. -

(Chp)3-. 2 x CPHp. cPu, Clhp, CYH); 1.0-0.8 (12H, m. 2 X cP-cas.
2 x CY-CH;.

goooooaod
gbobooooobooboboboobooboboboo
gbdbgoooooobooboboobooboooboboboboobooooobobobaa

ooobOooooboocooooooooobooooooboon
N

N
NZ N\ l (0]
|%N ! N> o ,u\';ﬁ(uj\ w2
| I\/\/’ © o OH

lmedr (CD30D, 400 MHz, & . ppm); B.21 (1H, s, -y ) 3 .03

(1B, 5, 7y >); 4.62 (1 H, ¢, C%g); 4.22 (d4H, m); 4.03 (2H, m);
3.89 (18, m, C%H); 3.67 (1A, d, CUH); 3.50 (6H, s, b, N-
(CH3)2); 2.1-1.0 (16H, m, -(CH3)3-, cPHy,. 2 x oBa, 3 x cMuy);

0.95 (6m, d, 2 x cBcHs); 0.87 (6 B, t, 2 x CT-cu3).
00o00000000000000
00000000000000000000000000
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Y Y

NH NH
N¥ 595 HC
NP k )
N Ilq’ Md)H
) (CHJ),—*-OSi—-(C‘H,) (cuz)s-—-oz{
tBo

1n NMR (3 CDCl4 ppm): 8.46 (s, 1H, FY>) ., 7.77 (s, 1B,
7). 6.42 (bs, 1H, NH), 4:22 (t, 28, CHy), 3.09 (bs, 1H,
OH), 1.94 (m, 2H, CHp), 1.63 (m, 2H, CHp), 1.45 {m, 2H, CHj) ,

.94 (m, 2H, CHp), 0.69 (m, 2H, CHp).
oooo

0000000000000 00000000
00000000 * 0000000000

oo ooage

obobooooobooboboboboooooao

Y

NH

! .

= N

R | N)l +00CL + D- v +NaHCQ, —"'—P k )
&), —om

(Ct-l,),oé:mcnooon

lg MR (5 OMSO : ppm): 8.22 (s, 1B, i), B.14 (s, 1H,
purine), (bs, 4H, Y7 = ), 6.28 (4, 1H, NH), 4.13 (t, 2H,

CHz). 3.87 {m, 2H, CHz). 3.62 (m, 1H, CY9H), 3.02 (m, 2H, CH,),

1.2-1.8 (m, 11H, 5xCH; & CH), 0.69 (m, 2H, CHz), 0.67 (m, 24,

CHa) .

13c NMR (5, DMSO , ppm): 175.53, 158.20, 157.63, 155.79,
152.62, 150.91, 141.03, 119.92, 63.69, 55.38, 43.12, 41.14.
30.10, 29.44, 28.49, 25.49, 24.3B, 22.91, 6.78.
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Y

NH
N '
li'}( ! /” +COCL +L 7= +NaHCO, -—-——b J
N
ccn,a,—oa (cn,), OJ:NHi:H-—cooH
(CH,),
¢
HN® \NH,

1 .
BENMR (6 DMSO .- ppm): 8.23 (s, 18, 7y>) , 8.14 -(s, 1H,

FU ). 7.51 (bs, 4H, Y7=vx) . 6.31 (4, 1B, NH), 4.16 (t,
2H, CHp). 3.87 (t, 2&m, CHz}., 3.62 (m, 1H, C%i), 3.02 (m, 2H

CE2), 1.2-1.85 (m, 11H, 5xCH, & CH), 0.72 (m, 2H, cEy)
(m, 28, CH»).

.68

i3
C NMR (6, CD30D - ppm): 179, 41, 159.19, 158, 95, 157.66,

154.09, 151.00, 143.00, 121. 10, 66.12, 57,34, 45. 313, 42.67,
31.90, 31.25, 30.14, 26. 63, 25.11, 24.61, 9.14.

ooobooooooon
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0000000000000 ooooo
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Ooo000oao
| N N/
k\N | NJI +BUNF ——e k\ | NJ
“!"“z’sof""m“ «f:H,),-—oa
CH,,

1a NMr (8, cDCly ppm}: B.25 (s, 1H, 79y >) . 7.66 (s, 1H,
FY¥). 4.44 (m, &H, CHy), 4.10 (t, 2H, CHy), 3.55 (t, 2H,
CHz). 3.21 (bs, 1H, OH), 2.48 (m, 2H, CHz), 1.84 (m, 2H, CH3) .,
1.54 (m, 2H, CHp), 1.38 (m, 2H, CH») .

3¢ mMr (5, coC13  ppm): 155.11, 153.42, 150.39, 140.37,

120.38, 62.79, 44.05, 32.57, 30.45, 30.22, 23.45, 18.23, 18.12.
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-

N

T\:N | J +00Cl, + D712+ NaHCO, —-—* ‘ | )

Ei—on |
(?H-.J,
v

s

N
1 .

H NMR (8§, CD30D rom): 7.96 (s, 1H, 7y }, 7.89 (s, 1H,
2 B 4.27 (m, 4H, 2xCHo), 4.02 (t, 2H.' CHz), 3.79 (m, 3H,

CHz and cCtH), 2.99 (m, 2H, CHz)., 2.32 (m, 2H, CHp), 1.17-1.71
(m, 10H, 5xCHz) .

13c muR (5, cD30D  ppm): 181.56, 159.38, 159.14, 156.186,

153. 89 151.22, 143.21, 120.92, 66. 30, 57.15, 48.71 45.24,
42. 66 31 51, 31.26, 30.15, 26.96, 24.64, 18.87.

oooooooooon

gbobooboooooboooao

0000000000000 ooooo
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N
N - THE N*
J +COCI,+I¢.‘.?JL=F:‘/+N1H(XJ, — k ' J
. Y
| _ N li{ I(I)
s o (CH,);—OCNHCHCOOH
(‘i:H),
NH
{
I-Ir~r¢c'"‘N15r1

L .
H NMR (5, CD30D . ppm): 7.93 {s, 1H, *y>) , 7.88 (s, 1H,
7Y >) . 4.27 (m, 4H, 2xCH;), 4.01 (t, 2H, CHp), 3.79 (m, 3m,

CHz and COF), 2.97 (m, 2H, CHy), 2.32 (m, 2H, CHp), 1.15-1.74

(m, 10H, 5xCHj}.

13

C NMR (&, CD30D ppm}: 179.44, 159.18, 158.95, 156.16,
153.89, 151.21, 143.20, 120.93, 66.12, 57.33, 48.69, 45.26,
42.65, 31.88, 31.33, 31.23, 30.16, 26.63, 24. 61, 18.50.
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ugboobooooooboobooboboobooao
ci

g,
TN

4 MR (CDCl3, 400MHz, 5  ppm); 8.73 (1H, s, 715y, 8.05 10

(1H, s, 7y v) 7 4.12 (2B, d, N-CHy); 3.43 (24, d, O-CHy): 1.89

(1B, m, CH); 1.84~1.64 (4H, m, CHy-> 2/ U~F¥>):1.56 (1H, br s,

OH); 1.45 (1H, m, CH); 1.14-0.85 (4H, m, CHp-> & 0 A4 ).
00000000000 0000

0000000000000

0000000000000 000000000000000000000000000
0000000000000 0000000000

\N/
20
12 MR (cDC13, 300MHz, 5  ppm); ; 8.29 (1, s, SY) , 7.63
(1H, 8, 5.y i 3.97 (2H, d, N-CH3}; 3.49 ( 6H , br s, N-
{CH3)2); 3.38 (2B, d, O-CHz); 2.46 (1H, br s, OH); 1.84 (1B, br
m, CH->20~n%4>);1.71 (4B, m, 2 x CHy-> 7y o~ +4 > );1.40 (1H,
30

m, CH-/DEII\:\'-ﬁ/). 0.90 (4H, m, ng—_:/an,\___‘:_ﬂ_/)

3¢ mer (cDclz, 400MBz, 8 ppm); 154.9, 152.3, 150.6, 138.7,

120.1, 68.2, 49.7, 40.2, 38.5, 38.2, 25.9, 28.6.
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“’ﬁ/mz
“\N/’

HN.

I o
S “LWOJ’\M

[+]

1 .
H NMR fgﬁsg~d5, 400MHz, § ppm); 9.4 (1H, br s, COOH); 8.19
(AH, s, ZV>) ; 8.11 (18, s, FuU>) ; 8.0-7.2 (4H, br,

r

Yrmy d 6.28 (1m, 4, NH); 3.wwo (2H, 4, N-CH>)}; 3.69 (2H, 4,
O-CHz); 3.61 (1H, m, C%H); 3.43 (6K, br s, N-CH3l3z): 3.00 (2H,
br, cPHy); 1.9-0.8 (248, m, P
CH2-v s m~A%y2).

13 ' 'z 3
C MMR (DMSO-dg. 400MEz 3  ppm); 174.8, 156.8, 155.0, 153.8,

151.2, 150.0, 139.6, 118.7, 78.7, 67.9, 54.6, 48.2, 48.1
36.5, 29.3, 28.8, 27.8, 24.6.

10

., Cla,, 2 XCH- poadHs, 4 x

37.1,
goooooooboooobooooooan
ooooboooooboogoono

gbdbgoooooobooboboobooboooboboboboobooooobobobaa 20
ooooooooobooooooooooan

1
H NMR (CD30D, 400MHz, § ppml; 8.05 (2H, s, iy~ ); 4.10

OH

(28, d, N-CHy}; 3.35 {2H, d, 0-CHp): 2.0-0.9 (10 H, m, 2 x CH- 30

¥o2OanFY s, 4 X CHy-Zonaxa)

13
C NMR (CD30D, 400MHz, § ppm); 156.7, 148B.1, 144.1, 140.2,

122.7., 66.1, 48,7, 39.2, 37.5, 2B.7, 27.6.

ooooDoooo
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1l »MR (cDCl3, 300MHz, §  ppm); 8. 52 (1H, s,
(1H,

FU) ; 7.84

8¢ 7y )i 4.17 (3K, s, 0-GH3); 4.12 (2H, 4, N-CHp); 3.43
(2H, 4, O-CHp); 1.89 (1H, ~. CH); 1.B4-1.64 (4H, m, CHa-
HuaNEY; 1,56 (IH, b g, OH); 1.45 (1H, m, CH); 1.14-0.85
(4H, m, CHy~s ppaxty) ,

0000000000000 00

000D00000000000

gbdbgoooooobooboboobooboooboboboboobooooobobobaa

ocooooO0oooOoooOoooOooooooo
H,(‘J\_l\',c;-|a

N/ ' N\)
G

OH

1
H NMR (CDCI;, 300MHZ, & pom); ; 8.31 (18, s, 7U> ); 7.66

(1H, s, 7',)\/ H
( 6H

4.08 (2H, d, N-CHy); 3.55 (2H, d, O-CHp); 3.50
+ BT S, N-(CH3)3); 3.28 (1B, br s, OB); 2.12 (1N, m, cH).
1.67 (18, m, CH); 1.5°1.3 (8H, m, CHp->/ UA%H3) | B

B3¢ MR (CpCl3, 300MEz, 5 ppm); 155.4, 152.7, 151.1, 139.1,
120.5, €5.9, 47.7, 39.1, 38.3, 36.3, 26.5, 25.4.
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0000000000000 000000000
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S K

S S 0L

[¢]
J'H - ’ |
NMR (DMSO-ds, 400MBZz, 3 Ppm); 9.28 (18, br s, COOH) ;7 8.13

(18, s, 7U>) ; 8.13 (1h, s, 7y - ; 8.0-7.2 (4, br

/7= 3 6.34 (18, 4, NH); 4.10 (2, 4, N-CH;): 3.85 (2H, 4

~CH2); 3.65 (1H, m, c%); 3.44 {6H, br s, N-(CH3);); 3.02 {2H

m, cdg,);
B2): 2.09 (18, m, cm); 1.8-1.2 (148, m, cfy

| . CMHa, 2 x cn-
yro~nFHr) , 4 X CHy- /9D«#ﬁ/ -

13
C NMR (DMSO- -dg, 400MH2, & _pom}; 175 2, 157.7, 155.2

151. 154.1,
8. 150.2, 139.9, 119.3, ¢6.4, 55.3, 46.1, 48.0, 13
29.9, 25.5, 25,1, 24.4. ¢ 48.0, 34.3, 34.7,

ooooboooooboooooboooooao
oooooooobooooo
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ugboobooooobooboboboaobooao

o ‘ h

LD L.

1y
NMR (DMSO - dg, 400 Mz, § . Dpm); 8.19 (1H, CP

8.1
. 5 (1um, 8, 7‘U ) , 6 21 (1H, d, NH}; 6.11 (1B, s
7.42 {28, s, NHy) 4,14 (2H, t, N-CH ’

>
NCO*NE);
)l 3.86 (2Hl m, O-%,; 3.56

(18, m, ; )
m, COH): 3.35 (6H, br s, N-{CH3)2): 2.87 (2m, m,.clu,),

1.9~1.2 (10H, m, (CHp)3. CYfHy, cBa,).

13e
NMR (CD30D, 400 MHz, § = ppm); 173.6, 158.4, 155.0, 153.g,

151.2, 149.7, 139, 3, 118.7, 62.8, s54.8, 42.3,

37.4, 25.8,
27.6, 25.7, 22.0. e
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CH, 4, “W
Cl
N N
00 == O
——
AT = U
) "y
CH,)—OH (CH,),—OH
1
H NMR (3, cDCly ppm}: B8.54 (s, 1H7y ) . 7.90 (s, 1H
y>) . 4.22 (£, 2H, cx '
FU) Hp). 3.61 (t, 28, CHy), 2.78 (m, 1, cm), 10

2.65 (d, 1H, CHp}. 2.40 (4, 1H, CHz), 2.39 (bs, 1H, OH), 1.94

‘m, 2H, CHz). 1.59 (m, 2H, CHp), 1.50 (4, 3m

CH3}, 1.40 (m, 2m,
CHz).

13
C NMR (8, CDCl; Dpm) :

163.30, 152.99, 151.99, 142.80
126.11, ‘

62.81, 44.48, 35.97, 34.89, 32.81, 30.38, 23.50, 18.48

gooao

gbobooooobooboboboooboobao

Oo0ooooooo*oooo
gojoooooooboooooboooooooboooooboooooboooobooo 20
gbobooooooobobobobooognn

30

'H NNR (CD,OD . ppm): B.29 (s, 1H, >y ), 8.14 (s, 1H,

sy ), 4.10 (t, 2H, CH3a), 3.79 (m, 3H, 1xCH; and C°H), 2.97 (m,

2H, CH)}. 2.62 (m, 1H, CH), 2.45 (d, 18, CH,), 2.19 (4, 1H, CH),

1.2-1.76 (m, 13H, S5xCH; & . 1xCHs}.
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cl pN e
N7 N = N
H N V\S ~~_~OSitBuPh,
. 1 ,
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N
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N ¥ 0 R COOH S N
‘/\S/\/ \[r [/\s A_-OH
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HO /U/\OH
l 1
c1
N HO ' !
N( I > X 081tBuPh2 9
Xy

10
i
\N/ \N/
o -
N
N XN
N7 | Of 0SitBuPhy
S 20
_ 4
' v ;
N N N NHZ
e g
XN 0 NH
KO/\OJ\H COOH 30

#
k& ™ 41
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=——\_0H BLE - 20 o
e0gl=—"— /051 tBuPh,

=\ /081 tBuPh,
Cl /
3
N
Nﬁ}
N
N |
i

+ HO ) 4
\%\/OSHButh \

10
Ny
)I
Y,
N
Il‘\/\osnauphz
Ny S Ny 0
N N
H
|2\ N NZ N/ ?
I \ \\]T,f ; | N
N M ST k\
N 0 N
> =
H
gooooooocgoooooogooocg oo oo oo b oo o oo oyooo oo
OooDo0oOooooooooo?oooooao
30
0
NH

lDooo0oo00s 00000,00000008.36(s,1H,000),7.76(s,1H,0 0 0),6.58
(bs,1H,NH),5.18(m,1H,0H),4.22(t,2H,CH,),3.92(bs,1H,CH),3.63(t,2H,CH,),2.05(s,3H, 40
CH3),1-3-1.9(m,4xCH,, 1XCH3) -
173.04,156.6,155.8,154.2,142.8,120.5,71.66,68.61,63.10,45.43,33.54,31.42,24_.54,2
1.69,18.25.
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'1‘\;;;1T3k“ HNQT/NH2

N . HN.

0
lDoDo0DD0s8d000,00000000000000008.05(s,1H,000),7.89(Cs,1

H,O0 0 0),4.92(m,1H,CH),4.03(t,2H,CH,),3.78(m,3H,CH,0 0 O C* H),3.46(d,2H,CH,),2
.99(m,2H,CH,),1.8(s,3H,CH3),1.1-1.79(m, 13H,5xCH,0 O O 1xCHz).
B¥opopoooos0D0,000000000000000AO179.50,159.19,158.97,156.
88,154.21,154.14,142.85,142.75,120.95,68.13,66.91,66.11,57.36,45.32,42.65,31.89,
31.73,31.25,30.15,30.04,26.67,24.61,21.56,18.09.

0000000000000 D0O0ODoOooan

O,000000000000

00o0ooooooo*oooao

0000000000000 000000000000D000O0o0Doo0ooooooagft
ooao D D 0

Nz

CI//L\\ OH

lJooooOos0OOoO0O0On 3D 000000 8.11(s,1H,0 O 0 ),4.29(t,2H,CH,),3.66(t,
2H,CH,),2.00(m,2H,CH,),1.64(m,2H,CH,),1.48(m,2H,CH,),1.3(t,1H,0H).
B¥gogoooos 000000000000 163.3,150.2,149.3,148.01,128.00,63.20,4
4.80,29.70,26.00,22.4.

Oo0o0o0D0DOoOOoOO0oo0on

0,000000000000000000O0

0000000000 00O0000000

0000000000000 0000000000000000000000000000
0ooao D D Dooooooo®ooo0Ooon

/ HNY

NH2

N OH
0

lDpopOoo0DO0oO0d 0000000000 DO9.33(s,1H,CO0H),8.75(s,1H,0 0O 0),7.3-7.8
(bs,4H,0 0 0 0 O ),6.28(d,1H,NH),4.23(t,2H,CH,),3.86(t,2H,CH,),3.61(m,1H,C* H),3
.015(m,2H,CH,),1.2-1.9(m, 10H,5xCH,) .
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gboboooooboobobobooonn

o LdgoOo0o0oooooooan

0000000oO0oOo* 0000
goboboooooooobgobobobooooboboboboobooooobobobao
ooooDoooOooooDoo” 000000

C1
' N HN NH
[\ l N\ *ﬁr’
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.82(t,2H,CH,),3.68(t,2H,CH,),3.55(t,2H,CH,),3.50(m,6H,N(CH3) ) -
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0000000000000 08 8.25(s,1H,0 00 ),8.14(s,1H,0 0 0 ),6.5(bd,1H,NH
000000),4.37(t,2H,CH,0 0 0 0 ),4.03(m,2H,CH,0 0 0 0 ),3.81(m,2H,CH,0 O O
0),3.72(m,1H,CH-COOH),3.60(m,2H,CH,0 0 0 0 ),3.55-3.89(m,6H,N(CHz)-),3.05(m, 2H,

i
l/\o/\/OYN COOH
0
g
g/JL\\NHZ

CH,-NH-C(NH)NH,),1.78-1.39(m, 4H,CH,~CH,-CH,NH-C(NH)NH,) .
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NBS - .
MEISEER. N( | \>_B,.
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N N

0.5M Na'pH4. 5

l0000000000,0000000003% 8.27(s,1H,0 0 0),4.18(t,2H,J=7.2,CH,)
,3.64(t,2H,J=6.3,CH,),3.48(bs,6H,N(CHz),) ,2.02(bs,1H,0H),1.85(0 O O ,2H,J=7.2,CH

»),1.63(0 0 O ,2H,J=6.3,CH,),1.46(m,2H,CH,) -
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*z1

(A4 MY 2 ¥R
{teanES T (ConA) (M) B (LPS) (M)
ST-789 0 1.6 ~3x (106°8~1075)
#1 2~4x (1078~10"%5) 2x (1079
# 2 2~4x (1078~10"5) 0
#3 2~6x (107'2 ~10°%) 2~2.5 x (1078~10-%)
#7 2~6x (10712 ~10°%) 0
#9 2~3.5 x (107'% ~10°%)
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gooooop 0o bbp DD 0000000000 OooOoOoooo
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#2
(CTLHLUMTRED)

{temES CTL (M) MIR (M)
ST 689 ++++ (10=7 )P 1.6x (10-3 m)P
ST 789 ++ (1077 2-3x(107%-107%)
#IIT +++ (10~7 M) 1.5-2.5x (10-9-10-5 M)
LA +++ (10-7 M) 1.5-2x (10~7-10-5 M)
#1 ++++ (107%) 1.5-4x(107°-10"%)
$2 0 1.5-2x(10"7-1075)
#3 + (107%) 1.5x(107°-107%)
#3a +++ (109-10-7 M) {1.5-2.9x (10-9-10-5 M)
#5 + {1077) 1.5-2x(107"-10"5)
#5a ++ (10°7-10"5 M) |[1.5-2x (10-9-10-6 M)
£6 +++ (107%) 1.5—3x(10"~10'5)
#7 +++ (107%) 1.5-2x(107%-107%)
#7a e+ (109 M)P 2x (10~9-10-5 M)P
#8 ++++ (107%) 1.5-2x(107%-10"5)
#11 |+ (107 2-2.5x(1077-107%)
#19 ++ (10~7 M)P oP
#20 ++ (107%)
#51 ++ (10~7 M) 1.5-2x (1079-10-6 M)
#59 ++ (10~9 x) 2-2.4x (10-9-10-5 u)
#60 + (10~7 M) 1.7-2x (10-9-10-5 )
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#3a
t&M#E 1RE<YR (N=10) OMEMIETOREEEHRhE
e —H— pogE] 25 mg/kg 50 mg/kg
CD8+ | % 6. 66 10. 11 8. 65 |
CD45+ STD 2. 09 2. 69 1. 39
p 0. 005 0. 02
NK+ Fi 6. 01 5. 90 8. 14
CD3— STD 0. 98 1. 39 1. 35
p 0. 5 0. 005 2
NK+ i 3. 43 5. 84 3. 25
CD3+ STD 0. 76 2. 08 0. 57
p 0. 02 0. 289
Ty 9. 60  13. 71 9. 68 N
CD11b+ |STD 2. 179 2. 68 3. 59
p 0. 015 0. 4
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#3b
ILEM# 1RE-YR (N=10) OBEHEATORESERNRE

WRR~—h— pof:i 25 mg/kg 50 mg/kg
152 38. 93 39. 78 45. 09
TCR+ STD 3. 83 7. 61 7. 34
P 0. 421 0. 035
i 55. 49 54. 08 50. 35
Ly5 STD 3. 44 7. 30 6. 72
P 0. 87 0. 034

&4

Y7uRAT 7 I NEHADEAHE IICL-TRBI AT X
(N=4) om&METOEERTR R

| YoBEkRAT 73K Clicpdil CY+cpditl
k< —7H— 100mg/kg 25 mg/kg 50 mg/kg
15 15. 05 13. 25 20. 8
CD8+ STD 3. 89 0. 07 0. 85
CD45+ P 0. 33 0. 05
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SINATTS VN EMEDEILAYE LItk TRBEIhi-<w X

(N=4) OmEMRATORERARRE

S5FU SFU+cpditl 5FU+cpditl

A~ — A — (80 mg/kg) 25 mg/kg 50 mg/kg
iy 6. 66 10. 11 8. 65

CD8+ STD 2. 09 2. 69 1. 39
CD45+ P 0. 005 0. 022
g 3. 214 3. 58 4. 12

NK+ STD 0. 66 1. 01 74
P 0. 38 0. 01

%£5b

57»ﬁn§59w&mébﬁKWé%#1t¢oTM§ént7WX

(N=4) OMBHKE TORERRAR kT

SFU+cpdil

5FU oFU+cpditl

i< —H— - (80 mg/kg) 25 mg/kg 50 mg/kg
CD4+ iy 10. 0 13. 19 12. 06
CD45—- STD . 98 3. 19 2. 27
P 0. 015 0. 04

Sy 4. 22 3. 32 3. 17

NK+ STD 0. 5 0. 45 0. 386
P 0. 0005 0. 0001
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fEgmic 4 2tamE 1 LEDOHR

®/H 4 6 8 10
Gr.1: &k 5/5 5/5 5/5 5/5
Gr. 2 : CY@100ng/kg 5/5 5/5 5/5 5/5
Gr.3 : $1@25 mg/kg 2/5" 2/5" 3/5 4/5
6r. 4 : $1@50 ng/kg 375 3/5 3/5 3/5
Gr.5 : CY@100mg/kg 4.5 5/5 5/5 5/5

+#1@50 ng/kg
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