72

W [E 2 52 3k 40 19874 1 A 8 (1)

1 72-76

BeE T BREW ) RIFMEECHIRZES N AR ER

RFEZ, WM E, RAZL, KRz

(LW RAERAN AR ECEN LSS BRI FENEDE, 1§ 200025

2E HEE T HAE(sodium artesunate, Art)ff
RS EN R Afazs Con A R#/ERICCHIUR £
NEEBE EB A, HEEME/NR AT 4R R rI P HIUR
N, Art GEECEST 4RI I, <10 ug/ml i BB 1 n4R
TR s, AT G ELR REF B R R Bh e R,
#on Art G st M AR RIR G54, B RMIERR
IR aE S kA k.

x| GEETTEES  BaR SRS
o NEREEA CHIREED Bl S0tk
o MIEL  BOREMS  SROIH

H 5 #(artemisinin) & J\ 5 {E 55 (Artemisia
annua L.y TR 1 R GG 1 10
MBI &Y.

-g—CH‘zCH'Z—-(‘;Nu
[} 4]

Sodium artesunate

ER—-FMEE., SRIUER. HITEIREEN
IRIE AT A At ZE PRSP BRI R 45 R IEURY 3
KR E AN IE DNA &% B g 4 e fn— 2 5 i
AL & DNA G2, WiRd THEE
e T AT 25 A S /IS U 7 50 JE SRR €2
B E A5 B R T AR R S g i R i
TER. B ERuERTHFES YN RTTKT
HUEF F o ASCIRZT Art X3/ B 40 s C°HIUR
CUNE ARSI Pk (95

we57FE
#E C57BL/6J Z 2 /N, 4-6 wk; /N

19854 8 H 15 HukRy 1986 4R 6 A 2 HiEglH

FREF e T4ty b Vg 58 R RN R A HE
REEA/NRL 4908; F a9 (SRBC) i Bl
BEEBANB SRR JJEREAA
(Con A) Sigma =il HFEET ZBENS R
BT PEEMEIAT 8y [*HIUR 2y - WEF
BRFgE i 5, 506.9 GBa/mmol, 2.22 MBq/
ml;1,6-"3%k-1,3,5-0 =} (DPH)Z Aldrich
28Ry POE kS AT AL E L BT H 8 CP.

[*HIUR $ \NiRE

1. Con A #] ¢ [*HJUR AN HEBER
Mg E ARy 1 ml 151640 555N, & /N R
Bk AR 1% 10° 4, IE% AL 7§ 5%, Con
A 2.5 ug, Art &E5FH 0, 1, 5, 10, 20 ug
3t 5 PSR A, A AT AR N Con A K Art,
ERE L, IRREABA=RE, T7CHRE
18h J5, E4mALPHIUR 50 ul (111 kBg),
BIEE 4h, REFHEE, HHRRMCERN
W, HERRISE 4 Are /N B e
#3 Con A Hi|#r9*HIUR & A &,

2. AACHIUR AN 5 LR 17 ik
FZH L. e hn Art (1, 5, 10, 20 ug)
I35 4 DELEA, HE AWK Con A,

3. [*HIUR ANH 24 F o TR 2 WDy
. BETRS@EER; S W Eagle 137K, /b
AT 43 40 i E 0k 5 % 10°/ml,

SRBC &1l 43 % % & &
EHMUKR, £4F 7T CRE 6, 24, 48,
58, 72h J5, .0 2008x10min, EEEK,
HUAETIKESAE, T 413 nm WEHEE
(OD) {f, Art {REFEMIEABERE 24h,
AR B Art 3R,

RARBRERED FRZERALER

%: I Simpson



1.088 1y Ficoll-Hepaque i 7 11 200 x 8 &5 s
10 min, A /N R £ e 2 0 45 2 ok 2 i
25 1640 BRI IS, oA G RV IR G
Fdy2.5ml, AR EY 3% 16°/ml,  fiiN
10, 50, 100, 200, 400 ug iy Art f5, 37°CiR
B 22h, 250 %8 B 10 min, T %& &Y A
PBS iz gk ik, SAEIPBSIREH| 2.5 ml, 7
e & m 2.5 ml DPH 2 umol/L T {E,
27°CiE 30 min, FeHAREFRICIE B TLIE
PBS JEBE I iR, mfEiRE B A4 Jy 2.5 ml
ITHIEDIE.

& R

Art TF[PHIUR £ X\ /)s B BS 40 B &% B¢ 1jy
7t Con A FIBByI-5e &4k, 2/ Con A

BAERSR E R 2. 5p/ml, FE TR FT X 9.2,

7Eit Con A HlsM R MAER S, 25 [ WA
Art, I C*HIUR £ 2806, 76 Art Jy 1
ug/ml i, JMEHISES 37%., FEE Art ¥R
s MM IR Z 8, HEEBEENE
W, EETEETHEFELFEFTEE/NRES
ln7E TG Con A Hl¥L 44T, Art /N 40 i
I E & CHIUR S A g sl fe /A, Hipddh
IR 54 Con A RBEEFM M, L&
il R BE A,

Art gy B} E X3 °HIUR S XA /b R 40
BERm B/ANREEETLS Art SRS
AR IEE, A 1640 RiEEE 5% WiE sl 2
K> MEz 5 /N A4 Con A il K 6
Con A B E &K & FIPHIUR & A ¥
Wy, PRI TURER A 3 b, ISR
BAEBEBNEZIWH, B TR R 8
MR, HIESEF. DRI 120 BT 7= AW
HIERCEE TAWESILE 22 h [ KF Y
S22 RORE TR R S I () 405 X6 SR 25 sl g 2D IR
BHERN, WP EER2TE Con A Rl 4 FArt
20 ug/ml B 5 4l T 4R iR 0.5 b B & Hidm
HL,TE XS ANLRL4F 5 Art 0.5-2.5ug/ml
TAfRIE 2 b JR, H [PH]JUR HIHIE SIS,

73

Time of preincubation with artesunate (h)

o 34 00 2
100 N ’2
e — ”T
80 /
=
c
2
=
£ 40 T by
20 ?
I
ol
01 5 10 20
Sodium artesunate (ug/ml assay system)
Fig 1. Effect of sodium artesunate on [*HJUR

incorporation into mouse spleen cells incubated at
37°C for 22h, Con A stimulated (B n=¢) and
non-stimulated ( x n=3). Effect of preincubation
with sodium artesunate 20 ug/ml on the [*H]UR
incorporation into mouse spleen cells, Con A
stimulated (® n=3) and non-stimulated (o0 n=
3). Inhibition 9% = (mean cpm of control — mean
cpm of expt)/ mean cpm of control x 100%,

X+SD.
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Fig 2. Effect of Sodium artesunate on [*HJUR
incorporation into mouse fibroblasts, n=3, X-+SD,
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Fig 3, Hemolysis of SRBC by incubation with
different concentrations of sodium artesunate at
37°C for 24 h (@) or with sodium artesunate 2(
pg/ml for time (o), Hemolysis % = (OD3,m of
Art tube —OD,;3,, of saline tube)/ OD,5,n oOf

water tube x 100%. n=3, X+SD,
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Fig 4'. Effect of sodium artesunate on fluorescence

polarization, n=3, X4SD,
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[3HJuridine incorporation and cell

SONG Qian-Li, LIN Xing-Yu, ZHANG Ren-De, ZHANG Hui-Zhu

(Lab Immunobiochemistry, Shanghai Immunology Institute, and Dept Biochemistry, Shanghai Second

Medical University, Shanghai 200025)

ABSTRACT Artemisinin  (ginghaosu),
isolated from the Chinese herb Artemisia
annua L. and identified as a unique sesqui-
terpene with a peroxide bridge and lactone,
is an effective and nontoxic new antimala-
rial drug. The immunosuppressive action of
its water-soluble derivative, sodium artesu-
nate, has been reported on the proliferations
of lymphocytes and blood cells taken from
patients with acute lymphocytic and mono-
cytic leukemia, and Hodgkin disease.

In the present study, sodium artesunate
10 ug/ml inhibited RNA syhthesis in mouse

spleen cells stimulated by Con A or the
non-stimulated fibroblasts as evidenced by
[*H]JUR incorporation, indicating that
sodium artesunate is not a specific immuno-
suppressor but a metabolic inhibitor of the
synthesis of nucleic acids in cells.

Sheep red blood cells were hemolysed
by sodium artesunate >10ug/ml. Studies
on the influence of the drug on membrane
lipid fluidity by means of fluorescence
polarization with diphenylhexatriene showed
that the degree of fluorescence polarization
of lymphocytes increased with the
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concentration of sodium artesunate>>10 pg/
ml, However, the fluorescence polarization
was decreased after the lymphocytes were
incubated with the drug 1 ug/ml at 37°C
for 2 h, indicating that there may be a
different effect depending on the different

concentrations of sodium artesunate

adopted.

KEY WORDS sodium artesunate: spleen

cells; fibroblasts; concanavalin A;

[3H]Juridine; hemolysis; fluorescence
polarization; cell membrane: membrane
fluidity: diphenylhexatriene



