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Effect of high-dose dexamethasone on the function and TLR-9 expression
of plasmacytoid dendritic cells in patients

with immune thrombocytopenic purpura
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Abstract Objective: To investigate the effect of high-dose dexamethasone on the function and TLR-9 expression of
plasmacytoid dendritic cells in the patients with immune thrombocytopenic purpura. Method: Fifteen newly diagnosed pa-
tients with immune thrombocytopenic purpura received high dose(HD)DXM at single daily doses of 40 mg for 4 consecu-
tive days. The peripheral blood plasmacytoid dendritic cells isolated from 13 remission patients and 15 normal controls
were separated by immunomagnetie beads and then induced by CpG-OND2216 for 24 hours. The levels of IFN-a,IL.-6 and
TNF-ain the supernatant were detected by enzyme linked immunosorbent assay. The expression of TLR9 mRNA of pDCs
was detected by Real-time quantitative PCR. Result: In ITP patients, the levels of IFN-a,I1.-6 and TNF-aproduced by
pDCs were significantly higher compared with those in normal controls and in treated group(P<C0. 05). After HD DXM
treatment, the levels of IFN-a, I.-6 and TNF-a were decreased significantly without significant difference between HD-
DXM treatment patients and normal controls(P=>0.05). The expression of TLR9 mRNA of pDCs in untreated group
were significantly higher than control group(P<C0. 05). TLR9 mRNA level of pDCs in treated group was significantly re-
duced, without significant difference from that in control group(P>>0. 05). Conclusion: pDCs may play important role in
ITP by their Toll-like receptor 9 and cytokines secretion; Dexamethasone may reduce the expression of TLLR9,inhibit pDC
function,and thus play a therapeutic role.
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Pr R HE 2 40 iY Cantigen presenting cell, APC), #p
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Jfd (myeloid dendritic cell, mDC) Fl 3 #E B 28 IR 41
Jifi (plasmacytoid dendritic cell, pDC), HH, pDC
BV A R EME LA IFN W EE4 . 2 5%
Pt B fo e Vg ) & AR b AR I SLE . R E 0
ZEUS D Toll #3214k 9(Toll like receptor 9, TLR9)
SRR I KB — A B SR A2 A, pDCs AR FE
TLRY P51 % B 40 5 0 15 R CPG 2 ¥ 1 B4 37
A 308 Z2 o 440 D PR 55 DT 32 B K 9K e 92 P oy S
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1) pDCs, BF 58 3L 43 W0 (4 48 B PR~ K 3R T 1Y
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BDCA-4 G5 fEER W H 78 15 96 R e A= W8 R Al
CD123.BDCA-2 B4t 4 fif = Hycult 28w, IFN-a,
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1.3 Hk
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JEANE L pDCs 77 A= b i 40 i IR 7 59 K SF B R
B ARG B T IE B X IR . 2 R RS2 L (P
>0.05), W% 1,



. 702 o M6 R 1 ¥

AR %25 %

F1 ITP EFKFIEHEXMRIBITEE pDC FEHBE TFKFERMEEE pg/ml,z+s
21 5] %k INF-a 1L-6 TNF-«
IR YT I 13 960. 83+ 164. 65" 156. 154-39. 89" 137.314-35. 44"
BIT R 13 678. 464128. 88> 97. 77426, 317 103. 08 =26. 422
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W% 400 2% 98 0 0L/ AR P A IR k3 T A 1 3

PR ABIESE K 28 R S b 26 K AN R I AT BB

pDCs I AE & TLRY9 mRNA 1) 3 ik ¥ #3897 7

TR, HUZEOR KA AT REME i F 9 pDCs | TLRY

mRNA 35, M Hil T TLRY/IFN-o 8 # ) 8005 .

U/ B A 22 5 B TG 7 AR B L/ B R AR Y

F B BT Al I /s Ml A IR e b AT 3K R 9T

ITP W1 .

S 2% 3k

[1] ROBAK E.SYSA-JEDRZEJOWSKA A.,ROBAK T,
et al. Peripheral blood lymphocyte apoptosis and cir-
culating dendritic cells in patients with systemic lupus
erythematosus correlation with immunological status
and disease-related symptom [ J]. Clin Rheumatol,
2006,25:225—233.

[2] PATOLE P S,PAWAR R D,LECH M,et al. Expres-
sion and regulation of Toll-like receptors in lupus-like
immune complex glomerulonephritis of MRIL-Fas
(Ipr) mice [J]. Nephrol Dial Transplant, 2006, 21
3062—3073.

(3] Wi, a5, X0 JEE 24, 45 S 40 O A ) 5 1R 4 i A
TLRY JH mRNA £E 45 i (8 B 40 b il 223k [T,
H ] JBR IR B k9 A% 75 2007,23(6) 1 459 — 461,

[4] KIYOSHI T,SHIZUO A. Toll-like receptors in in-
nate immunity[J]. Int Immunol,2005,17:1—14.

(5] PR 2o R 23 A 55 0k 2 21 RN Dk B 9
P UL/ AR AE 1236 19 R K AR BT RO [T
AR I A 27,2011, 32(3) 214 —216. .

(F 4% 705 70



5114

WRTIR T, 266 L35 0 28 e A 0 7 25 K M B R 12 3 v A )i PR 1

+ 705 -

AE TG FLC R DU AE I PR I H H 9 b 457 R4
N EEXT FLC A S BF 538 /0, Bk Z 85— 11
1EH 2 % (H L AW 58 0 XF 403 1] {5 1A 6 A8
F M # 47 sFLC K W JF 115 «FCL A, #f 57 73K
BeiE# ANHE sFLC IE% 2 % (83 [, AW 5% [7] B
WML T sFLC # X MM 8 %12 W K7 300y 45
D5 W BIAE . it X 58 flHIiL o MM i kAT
sFLC Kl 25 5 & 8L, B G 9112 MM 3 sFLC /K
K rFLC ¥ %% . 5 IFE, SPE. Ig & & & JK
FLC AR 0 45 5 0 AR 0y 32 — 500 e g, i gk
TR I T vk . ARWESE L TFE A A BE 1 R
H98. 3% BAMERE 1 B X B E N « B, H
kFLC #4554 105. 32 mg/L, i IFE 46 I 4 /5%
JE R 150~500 mg/L. N i 83 IFE AT K A
PEZE R . SPE Kl i fUR 2 500~2 000 mg/L,
TE SFLC e B 51 Bt AG AS 31, [) bsf &5 21 LA 3 0
L6 P T 5t e = (S P el = oL D G
LCMM ¥ . H 1g & & & M 45 51 35 R 1F % ol (%
ik, 3 LCMM BE BHHESR R 91, 1%, Horp B HE 1 4
B B 3 A A 38 B MM 12 Wi 19 38 22 bR i (1gG = 35
g/L.IgA>20 g/L,IgM>15 g/L), FRIZHER M &
FE S IV I 125 2 B /K HL 2 DR B ME L 4R
MELUE AR B ) 52 2 e 4 W B L pH A0 B T E Y
SEM Y AR S A S i T R R A Y SRy B L 4
/i sFLC BRI X MM /Y32 B 58 45 52 B i, FH A0 18 .
PLAE MM 5 175 A6 0 38 & SR A - 8 2 003 A
M7 M R EH K IFE &5 % TR Bk
Z b SE RN, A B oE R S N 9 1 AR Ak K AT 9T
B, ARG IT RO A SD Y L SPE L IFE
K I AE AL Y7 R 5 2 0 B L Tg 7K R DR {H 4k
ST 5 sFLC K8 ARST R AR L XA B T B L 3X & i

T sFLC 15 1 3 2F 32 AR J («FLC: 2 ~ 4 h,
AFLC:3~6 h) . W] & Ji F 52 B 19 S BE BR 4 11 1Y 2
HEH(1gG gy 20~25 d,IgA #3206 d,IgD 2y 3 d,
IgE 237 2 ), FLC Y 3 J3 7 290t 67 4 2% U AR
K, PR BE BE S I i A IR I RN . A IS
BRI T SPE . Ig 4 | IFE K uFLC L5
WJ7 3k sFLC AT LL R h e 6 B 59 1 IR IT R
IO7 s FE AT 7 A50CR: I T THT A B B AL 5 T A ST
TR AR

&% 3k

(1] kZE. MK L W L7 Rbr LM 1.3 M. JE st #
S AL, 2007232 —233.

[2] DURI E, HAROUSSEAU J L, MIGUEL J S, et al.
International uniform response criteria for multiple
myelomal J]. Leukemia,2006,20:2220—2226.

[3] BASNAYAKE K,STRINGER S J, HUTCHISON C
A, et al. The biology of immunoglobulin free light
chains and kidney injury[J]. Kidney Int, 2011, 79:
1289—1301.

[4] MURATA K.CLARK R J,LOCKINGTON K S, et
al. Sharply increased serum free light chain concentra-
tions after treatment for multiple myelomal J]. Clin
Chem,2010,56:16—18.

[5] DISPENZIERI A,KATZMANN J A,KYLE R A,et
al. Prevalence and risk of progression of light chain
monoclonal gammopathy of undetermined signifi-
cance: a retrospective population-based cohort study
[JJ. Lancet,2010,375:1721—1278.

[6] PRATT G. The evolving use of serum free light chain
assays in haematology[ J]. Br J] Haematol, 2008, 141
413—422.

Ok A3 B #1.2011-12-16)

(E#% 702 T

[6] MEGJUGORAC N,YOUNG H A,AMRUTE S B,et
al. Virally stimulated plasmacytoid dendritic cells pro-
duce chemokines and induce migration of T and NK
cells[J].J Leukoc Biol,2004,75:504—514.

[7] KNUEFERMANN P,SCHWEDERSKI M, VELTEN
M, et al. Bacterial DNA induces myocardial inflamma-
tion and reduces cardiomyocyte contractility: role of
toll-like receptor 9[J]. Cardiovasc Res,2008,78:26 —
35.

[8] SUMMERS K L,MARLEAU A M,MAHON ] L,et
al. Reduced IFN-« secretion by blood dendritic cells in
human diabetes[ ] ]. Clin Immunol,2006,121:81—89.

[9] STASI R,EVANGELISTA M L,STIPA E,et al. Idi-

opathic thrombocytopenic purpura: current concepts
in pathophysiology and management [ J ]. Thromb
Haemost,2008,99:4—13.

[10] CHENG Y,WONG R S,SO0O Y O,et al. Initial treat-
ment of immune thrombocytopenic purpura with high-
dose dexamethasone[J]. N Engl J] Med,2003,349:831
—836.

[11] MAZZUCCONI M G, FAZI P, BERNASCONI S, et
al. Therapy with high-dose dexamethasone ( HD-
DXM)in previously untreated patients affected by idi-
opathic thrombocytopenic purpura:a GIMEMA expe-
rience[J]. Blood,2007,109:1401—1407.

OKAZ B #41:2012-02-09)





