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Extracellular signal — regulated kinasel/2 pathway mediates PBMC sponta-
neous over — expressions of IL - 6 and anti - dsDNA antibody in patients with
lupus nephritis
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[ABSTRACT] AIM: To investigate the significance of extracellular signal — regulated kinasel/2( MAPK™*2) pathway in
spontaneous over — expression of IL— 6 and anti — dsDNA antibody in the periphery blood mononuclear cells (PBMC) from patients
with lupus nephritis (LN) . METHODS: PBMC were obtained and cultured from 26 LN patients and 21 healthy persons. Semi -
quantity immunoblot, rectrotranscriptase polymerase chain reaction, and ELISA were used to determine the activation state of MAP-
K"™®2 pathway, IL -6 and anti — dsDNA antibody expression in PRMC. RESULTS: MAPKF™!”2 activation, IL ~ 6 and anti — ds-
DNA antibody expression in PBMC of LN patients significantly increased compared with that of normal persons. When the MAP-
KFR&2 hathway was blocked by a specific antagonist PD98059, spontaneous expression of 1L — 6 and anti — dsDNA antibody in LN
PBMC were significantly inhibited. CONCLUSION: Ahnormal activation of MAPK®™!"2 pathway mediates the over — expression of
IL- 6 and anti ~ dsDNA antibody in PBMC of patients with LN, suggesting that MAPKE®®!”2 pathway may play an important role in
the pathogenesis of LN.
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Fig 1 PBMC MAPK®2 phosphorus status comparison in LN and
nomal control group ( Westem blotting). M: molecular
marker; Lane 1-3: LN group; Lane 4 - 6: normal control
group.
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Fig2 RT - PCR products of PBMC IL - 6 mRNA in LN and normal
control group. M: DNA marker; Lane 1,2: normal control
group LPS culture; Lane 3,4: LN group medium culture;
"Lane S,6: normal control group medium culture; Lane 7,8
LN group LPS culture.
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Fig 3 Blocking effects of PD98059 on PBMC MAPK ™! phospho-
rus activation ( Western blotting). M: molecular marker;
Lane 1: LN with PD98059 treatment; Lane 2: LN group LPS
culture with PD98059 treatment; Lane 3: normal control
group LPS culture with PD98059 treatment; Lane 4: normal
control group LPS culture; Lane 5: LN group LPS culture;
Lane 6: LN group medium culture.
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Inhibition effects of PDI8059 on PBMC IL — 6 mRNA expres-
sion in LN and normal control group(RT ~ PCR). M: DNA
marker; Lane 1: normal control group LPS culture; Lane 2:
normal control group LPS culture with PD98059 treatment;
Lane 3: LN group medium culture; Lane 4: IN group with
PD98059 treatment.
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&1 PD98059 3t PBMC 35 5% LH R IL - 6.1gG. 5 ds— DNA Hith kTR
Tab 1 Effects of PD98059 on supernatant IL.— 6, IgG and anti — ds DNA antibody concentration of PBMC culture medium (% + s)

LN group(n = 26) Normal control group( n = 21)
Medium PDY8059 Medium LPS LPS + PD98059
1L - 6(pg/L) 49.04+9.02 18.59+15.08" 36.90+7.01" 46.51+12.23 14.71 £ 10.91*
IgG(mg/L) 2.88+1.96 0.55+0.79" 1.47£1.277 2.41+2.11 0.22£0.22%
Anti — dsDNA(binding index, BI) 0.28+0.13 0.18+0.08" - - —

* P <0.05 s LN medium culiure group; * P <0.05 25 normal control medium culture group and LPS culture group.
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