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Characterization of immunotoxicological and immunopathological roles
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DBA/2 is a strain,
present study,
examined.

sensitive strain to produce high level of inflammatory cytokine in vitro and in vito.

as GM-CSF, IFN-gamma, and TNF-alpha

cytoskeleton and modulated by disrupting actin polymerization.
high concentration of anti-beta—glucan antibody and induce lethal toxicity.

specifically higher response to fungal PAMPs,

beta—glucan. In the

immunotoxicological and immunopathological roles of fungal PAMPs were
From the results of this study, we have demonstrated that DBA/2 mice is a highly
In
vitro study, DBA/2 mice produced significantly high level of inflammatory cytokines, such
It is highly sensitive to the cross—linking of

findings, it is a good tool to analyze beta—glucan mediated immunotoxicological response.
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Fig. 1 Cytokine induction of SCG in

splenocytes from DBA/2 mice in vitro.

Splenocytes were isolated from
DBA/2 mice and cell suspensions were
adjusted to 5X10° cells/ml in 10% FCS/RPMI
medium. Cells were stimulated with SCG
(100 x g/ml) at 0, 24 or 30 h, and incubated
for 48 h. After incubation, the
concentrations of IFN-v in the
supernatant were determined by ELISA.
Data were pooled from three identical
experiments, with similar results, each
evaluating at least two mice per group.
Values represent the mean=SD.

WAz, SCG | iéL%%@%4Fﬁ4/F$
FAZB T AR L E T 5 7o DI,
Kﬂfémﬁﬁ%mwt*#Tf@ﬁbt
DBA/2 ~ 7 A% Fig. 1 LV & HICER
Mo 36 B L UOEEL, ZD% SC6
(100 wg/ml) ZEIML, 40 BERE, 42 WRFfH,
45 W2 IR 3R Y2 I L7, & OfER,
BE AR OIS THA NI A VN EELER
X, FOHBBERIC B Lz, Lok
B, IR R D SCC RSN TLE L,
A NIA VEAFEICLERFMENE S
TIRBECTHhIUE, SCC Ik 4 BRI TY A M A
VIEEREFHETE D LRBINT.

(2) DNA A 7 a7 L AT X DN EET
FEEURAT

Fexld, in vitro IZBWTBGIZL VW FEX
NHRF%, EZHA M A IERL, B
ReRAHLTET.
SCG I KDY A MIA VEAFEIIHONT
OFMDESTZREEZED Z ENEETDH
5 LERBE N, FIUITEMERK S L
TWAHHDEHERIEND. 2T in vitro
IZBWT BG IZXVFEINLIBGE YA b
HA PN OEEN B Z 5 BAIT, SC6 12
LV RHAFEINDIELRTEDNA~YS 70T
LA KV MEEERIIZEAT L7=. DBA/2 <7 R
AR 2 36 REfEEE L, £ D%k saline £7-
1L SCG (100 pg/ml) ZWML, HIZZD 4

LML bRnko & B0,

IRFFE] 7412 RNA % 8L Ui s -3 814 DNA ~ A
7 a7 LANTHNT LTz,

Table 11X, SCGIZX Y 1.75 fFLA ETCHET S
BT DU ARNTHD. SCG ITX Y REN 2
B ETLET 281X 18 A Th - 1=,

INLOBBHEE X, FEIA Y, T
A A b &R TRE (Cxel2, Celd,

T1la, Gm1960, Illb, Ccl3, 1122), C-type
VI F Il b D E ST (Clecde),

prostaglandin—endoperoxide synthase 2
(Ptgs2), endothelin 1 (Ednl) 2’RZ1T H1
o Fie, OB LB (1.5 %)
FTED, VYA b Ay, DA AT
LB LIz E 25, 16 FEO &R T
DRBITTET 5 ERB Sz, ZOM, FfiE
FricknwCREEmRLE-ELE T LT,

Hspala, Cd14, Ifitl, Ifit2, Cd69, Ifit3,

Icaml, Cd9 72 &b EEhT-.

Table 1 Top genes upregulated m splenocytes simulated with SCG

GeneName Description FoldChange
CxcD chemokme (C-X-C motif) ligand 2 4.16
Pigs2 prostaglindm-endoperoxide synthase 2 3
Ednl endothelin 1 319
Pmx3 pentaxin related gene 25
CcH chemokine (C-C motif) ligand 4 251
Illa mterleukm 1 alpha 249
Gm1960 chemokme (C-X-C motif) higand 3 24
Okl oxidized low density lipoprotemn (lectin-like) recepte 24
F3 coagulation factor III 234
P2 polo-lke kimase 2 (Drosophila) 227
Iy mterlenkmn 1 beta 218
Rsad2 radical S-adenosyl methionine domain containing 2 216
CeB chemokine (C-C motif) ligand 3 212
Clecde C-type lectm domam family 4, member e 210
Slkc2a3 ghicose transporter type 3 2.06
Inhba inhibin beta-A. 204
2 interleukin 22 203
Fosh fos-lke anhgen 2 2.00
113] mterleukmn 6 198
Cerl2 chemokme (C-C motif) receptor-like 2 195
Npn3 neophstic progression 3 (Npn3) 1.93
Mx2 myxovirus (mfluenza virus) resistance 2 1.92
Hspala heat shock protem 1A 192
LucT72 LUCT-Hke 2 (S. cerevisiae) 191
Awpig3 ATP synthase. H+ transporting. mitochondrial FO ¢ 1.89
subunit ¢ (subunit 9), isoform 3

Pagr3 progestm and adpoQ receptor famity member ITT 1.88
Pkib protein kmase inhibitor (testicular isoform) 188
Txnll thioredoxin-like 1 1.83
Ifng mterferon gamma 181
Hoxd13 homeo box D13 178
Cxcll0 chemokimne (C-X-C motif) ligand 10 1.76
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Fig. 2 Effect of cytochalasin D on
cytokine induction of CRDO in splenocytes
from DBA/2 mice.

Cell suspensions were adjusted to
5X106 cells/mL in 10% FCS/RPMI medium.
Cells were incubated in the presense or
absence of cytochalasin D (2 wug/mL) for
1 h and then exposed to SCG (0, 1, 10,
100 u g/mL) or saline. After 48 h of
incubation, the supernatant was collected,
and the concentration of TNF- « was
determined by  ELISA Significant
difference from saline, *p<0. 05, **xp<0. 01,
*kkp<0. 001.
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