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Abstract

AIM: To find out effects of adefovir dipivoxil
(ADV) on the function of dendritic cells (DCs)
from peripheral blood of chronic HBV-infected
patients in vitro.

METHODS: Monocytes (Mo) were purified
from peripheral blood of healthy volunteers
and HBV-infected patients with incubation of
granulocyte/macrophage colony stimulating
factor (GM-CSF), interleukin-4 (IL-4) and ADV
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at different concentrations (20, 100, 500 pg/L)
added on day 6. DC’s morphology was observed
under inverted microscopy and the expressions
of CD1a, CD83, CD86 and MHC-DR on DCs
were analyzed using FACS. The ability to stimu-
late the proliferation of allogenic T cells by DCs
was detected using methyl thiazolyl tetrazolium
(MTT). The levels of IL-12 p40+p70 in culture su-
pernatant of DCs were determined using ELISA.

RESULTS: Compared with HBV-infected pa-
tient group, a better differentiation of DCs,
enhanced proliferation of allogenic T cells and
increased secretion of I1L-12 p40+p70 were ob-
served in ADV treatment group. The DCs with
100 pg/L ADV had the highest expression of
CD1a, CD83, CD86 and MHC-DR, significantly
higher than those of DCs without ADV treat-
ment (43.5 £ 5.7 vs 20.6 £2.8,34.6 £ 1.9 vs 16.7 +
34,409 +28vs25.8+6.6,66.9+540v540.7 +4.2,
all P < 0.05), but all lower than the healthy con-
trols. Differences among the three groups were
statistically significant (P < 0.05).

CONCLUSION: ADV enhances the immune
ability of DCs from peripheral blood of HBV-
infected patients, suggesting that ADV possibly
participates in the immune response through
modulation of function of DCs and plays an in-
direct antivirus role.
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() R 2 — 2 B R ROIR G (dendritic
cells, DC)Ifigf& P CHFsE, DCREME—fENT
A6 BT 40 i (1) % AT IR 42 4 40 i (antigen-
presenting cell, APC), TEHUIEEII 4 A %05 h
A Y B4R T R (adefovir dipivoxil,
AD V) B — AL 2R PUm 2 254, i #4h
HBV DNAS #ilii &K EEGUREEH, XE4-HBV
MR RE 12 BT AT 25 HB VAR SR A
WEEIEIE, A ROk R Az R 2
i) LI R 298, AT T2 Rl R R iy 5t
45T R LA D VAESUH 2[R B S D CH A —
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ffHi ACDla. #iIMHC-DR mAb, PERICHI
fPTACDS3. HICD86 mAb, [AZFITC-1gG1 .
PE-1gG1JI1EZ ik s HeBioscience A ] ™~
#h. thGM-CSFAIrhIL-4, Pepro-Tech/A . RPMI
1640, Gibcon . 22345 ZCHMTT(VY A M &)
439 A SigmafIMDBio, Inc. i, Bl s 451,
T 2 H B A H]. IL-12 p40+p70 ELISAIR
& MU-CyTch biosciencesy™ fihr. k.41l 7
B (Ficoll, % 1.077), Figa (s X004
FRAA]. B2k L% (newborn calf serum, NCS),
UMY ZET L) TR RS, S8 EBDA ]
FACSCaliburiit z04H 21X
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1.2.1 DC# & & 5 #hifb: B % (CHBH
SRR OIS AL, B RS, 55 R
[[IRPMI 1640%0IR 4], Ficolls [ 1 8 B 00k
ERANZ A R(PBMC); HI5 100 mL/L/N =LY
(NCS)IJRPMI 16403 =7FPBMC, & T 3151
MLpY, £E37°C. 50 mL/L CO, M4 N E3 h, #
%41 B (M o) RV BT~ LR i W e 1 Ak
Fib 40, 3 LARPMI 164030 55T, FFRIL
R A0 I, SR 5 FH 4t ) S 4551 29 & B 1 Mo,
4 Mo.

1.2.2 DC# ¥ 3% H47100 mL/L NCS[HRPMI
1640 Mo E N1 X 10°4N/L, InA124L
#%, 0.002 L/fL, JIAThGM-CSF(100 pg/L)Fl
rhIL-4(100 pg/L), T-37°C. 50 mL/L CO,4%AF
K%, JRE9R9 d. 75 SDC L FE b, 453 deit
eI 7] I D A R () 48 L DS -, TG IR ARG d
AT 48557 CHBAALFEA]; CHB ADVAL 4 :
CHBH#DC+ADV(20. 100, 500 pg/L); fd e
HEAH. (5 B AH 22 B T 3 A MEDCIE AL,
FEFRO dJ WA T A L A Tk At 4 A
IR B3, T-70°CHARAZ AR 40 i A 1.
1.2.3 DC# A A 541 F 1574 PB STEE: 4t Jit JF: 1
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HRPE N1 X 10°/L. F-100 wLA0 i B i h, 4
SN P 4LE ARl Pigg, BIFITC-piCDla
HMIPE-H1CD83. FITC-#iMHC-DR mAbHIPE-#i
CD86 mAb, [FI#PEMFITCHrCH)/N IgGl
PUATE XTI, T4 CEOEARIL30 min5, F T4
[FPBSYEE2IK. )i 400 uLIfPBSEF 401,
Tt A 3 B DC IR,
1.2.4 RAFF AR Ak & iR B A 4h
JAlif, FFicoll & AR 59005 7 BiPBMC, PBS
PEZ ML/, T37°CIGEES h. AR AR EE 1K 41
Jfe, LA 100 mL/L NCSIFJRPMI 1640&7F, 7
NJEEMF, F37°C M1 hfF, vbHAEE
I RP A T . F 7100 mL/L NCSIHRPMI
1640877 55979 dIDCHF IR ILE % 1 X 10
AL, N385 35C 25 mg/L, T37°C [ %30
min, ARPMI 16403E3 7K, HHH] 56 2B R0
F1:10. 1:20. 1:50/1:100/IDC5TH
Ji LG A7 I N 96 FL I 5 770k, 2R 81200 uL,
FFH3E L. T37°C. 50 mL/L CO,54F FRE9%
4 d, 1000 r/min&5.0>5 min, 7725100 pL_E¥,
FUIMAMTT 10 pL(5 g/L), k4215954 hjE, 1000
r/mini0>5 min, 5+ Lig, BALINADMSO 100
uL, MA s0mfH, 25 LBFLISER R,
1.2.5 DC3& R Lik P i B F a4 4l . 5K il
IR, FELTS AVEN % % 5256 41
DCH; 7% FWGHIL-12 pd0+p700 & &, RF4K3
MEAL.

it AbFR N HISPSSI1LOMAF AT S i
Wb, 25 imean + SDFR IR, KA HLK 3 J7 25
Mrogidk, dLIHE TR EL A, P<0.05H AT B 3%

2 £
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ug/L, WREZE A EEAE TR B F U %CHB
ADVALFEZ (500 pg/L) AT & BLES 77 W rh 41 it 5
HLIH/D, AN R .

2.2 ADVADCAAR 6% wm Ji gl AL iT K
W, #ECHB ADVALHZ1(100 pg/L), CDla’s
CD83". CD86'HMIMHC-DR" DCHI¥ I HR%,
B R TCHBAA A, (HAK Tl Faxt 4], —
g ) 2= S AT GE0 25 7 L(P<0.05); TTICHB ADV
AEHA (20 pg/LA1S00 pg/L)S5CHBA AL H A
AL, BATZ R E TS R L (P>0.05). Ui
CHBIWDCHEAN S5iE HIKREADV(100 ng/L)ILE
B, AR 2EPUIR KRBT 40 M 5E 58 A X 1
SR(EL).

23 BARmBEAFIRRAKRE ML E DL
779 dIIDC A RN A, T A R LeAg) 5 [ b e 4
WY IR S, CHB ADVALREIZ1(100 pg/L)DC
SRR [ e S A U £ 40 e 396 B 1 B ) A v, HLBE
ZACHE A0 T L A9 F 14 I 3 o, A0 T CHBAR AL 22
A, KTl HEXT B4 (P<0.05), 1ICHB ADVALH
41(20 500 pg/L)5 CHBA A FEZAH L35 G i
P25 5(P>0.05, FE2).

2.4 DC¥ % L& FIL-12 p40+p708 & ik K
F ELISASSHT &5 LK, DCRiFE LiGHIL-12
p40+p70/K"FAECHB ADVALFEZ (100 png/L)iK
1, 5 CHB AR &b B2 R 6] 1 4 A1 E 304 22
5(P<0.05), W& TCHBAAFIY; MCHB
ADVAEHZ (20 pg/L. 500 pg/L) IL-12 p40+p70
TERK, HCHBAR A A b T W3 v =
S (P>0.05, E]3).
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WA 3 & R 1 B39 dEIDCREAFEFIANT (mean = SD, %)
A EE RAR
Bl & EADV L
;HB?;’QC%??; S48 CDla D83 D86 MHC-DR
~, B — R
Frbom kg CHBRANER 206+28 16.7+3.4 258+6.6 40.7+4.2
ADVCHB#DC CHB ADVANMEZH
;J‘é?é?ﬁ“@é %’V; 20 pg/L 23.5+3.1 19.9+2.5 28.2+5.1 45.4+6.0
() 7‘5';7" dﬁ_ , Iz ae ae ae ae
159 5 ADY Fe 100 pg/L 435+5.7 346+1.9 409+2.8 66.9+5.4
32k A4 R 500 pg/L 258+1.2 22.1+0.7 293+4.4 50.1+2.6
57 ok T A AL FRERNIRA 61.3+5.1° 482 +3.3° 57.5+7.2° 85.2+1.5°
1R
?P<0.05, °P<0.05 vs CHBRAMEZH; °P<0.05 vs ERRIIBZE.
1.01 O CHBA M FEZE 4001
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_0.6 R
< + 200
0.4 g
o
o
0.2+ i T 100
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SR 98 2 — bt S0 A% G i, 3 IR
AT OUICEL, M CHB AT R J 3 A4 AT 4 g
S, L B e ) HIE A W IE Y S R
1897 J7 k. HB VIR bR, WO TA 204t
I3 TR TT A TS 43 T BN HLAA 9 40 M S s 2. X
CHBIRYT, PURTEIRTT & CHE, iy & E
s DR, T SR e g 2 TG B DU 7
291, WIETE BRECFF LA HIHB VI i, 72 A i
Y[y i) gt

DCJ2 H AT &I 1) Y fe e s WAPC, J& )
Bl I YERR S N I L AT, R
KCDA THIBI A AICDS CTLIAE 11, EPU
A R R LT R e ab W N T (S R P I
WA N sRD CI LRI B A ), KR Dhe
LA BT CHB 2L 7 il ¥R I ) 2 —. CHB
FIRHLE Ty e, HOR G R FE T
15 LN 2. ADV. KK (LAM)ALA
BRBETV)H S E IR, Bw] 8 H0]
HBV DNAE ], FACIME FHBV DNAJKF,
B INHBeA gLl #5 # F MIHBe Agig bR . k4
= et al"™EL Y RIMLAME A (3L CHB &
MR ILDC /b B ThRE; 7 0 et all' T
FRIHET VJNBERS 1 5 CHB & 3% 41 LD CIH)

B 3 DOBFLBEDIL-12 pd0+p70BIFRIKNE N = 3). A:
CHBZRAMEL; B: CHB ADVAEFEZH (20 pug/L); C: CHB ADV
ABFEZE (100 pug/L); D: CHB ADVALFIZE (500 ng/L); E: fHEEE
X HAZH.

Ihiie. ADVB— R H KPRt i, 1
i 24 1) £ /b UL, Ao CHB AR ML S s
T 6 (R 5 0 0 R TS 2. Ak [ AT WF 9T K
W, ADVIRIT Ja, CHB S MG T T TN M ok
b, R S ECDA T S PE R, BEREDC
(o %ca i 2 B ohfgsamt ™" X iR, ADVHAT
BE AL H B V 5 338 10 25 1 6 8 i 52 (1 3 45 o i
FEAEH]. AT AD VIR &, DUASTH
IREMADV 5177556 K ¥ 40 & i Mo D CHL i
B, HORWGKAS AL AT KM, IEEAD VAT
CHB & HDCINRERI R 0.

D CHUVRF 1) 598 2% Dy g B g T I S BoIR A,
JuHjE & HCDla. CD83. CD86. MHC-DR%%
g% oy T IR IB KT, X 4y FRIXE T
B 24 3 30D C e D e IS T BOE S 1 A,
DA B & ARG D C ) T B AR HE™. HhCD1afx
WD CIH%UR, CD83 WDCHI L FRE, CD86E
DCE I HE WA, MHC-DRE 22 Y
PRI S, DCEMHC- 1128 T 55Uk A
B & Ja WA SLR Oy 7 P R R A RE
K P E 24 R LA, 3 Bl s A AR
TG RE], ZLADV(100 pg/L)iF & HICHBE#
DC#*iCDla. CD83. CD86. HLA-DREIXA
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K S, BAG T et 21, {5 B4 T CHB adefovir-lamivudine prevents emergence of MWz R &%
adefovir resistance in lamivudine-resistant hepatitis 4 % ¥ £ ADV

R AL FEZH (P<0.05). TN MIAEHLAK G35 R G
GRS E TR AL, A RN DR, T H
SR EEANFE. EERHEBVHY, Th
MICTLAR A 2 G H MR, T M350 75
BN 5 {5 ok A T4 52 A& (TCR) A
MAPCEIMIMHC-IKE AW, 5 A5 5 & hth
[F B 1 AR ELAE 3L, [ F5CD28/B74%,
XPAESHTHDCS 51 MR AR L)
ADV(100 pg/L)iF & FIDCibk 41 i 354 58 g ) 4
5. TL-1224 BEGAD CH 20 i, WS NK A I, ek
ThIZ4 K FIL-2 TFN-y[1) 503, RIBLT41 50
TG TE, A5 40 g B AP AREFUR I
ADVH] 4D CAMWAIL-12/KF, ZECHB ADV4b
FHZH (100 pg/L)gi fa k5% B P IL-1270 K
PR B, RS IEIREADVAEEDCH
ST 90K C4 40 it 184 5 A ) H 8 0T I Thi 234k, 385
HAN e ih . RHADVER T HEMHIHBYV
DNAG &b, &R Sz o7, — e faE b
UG CHBIIDCHRgid M, 75 FDCA A, ]
e 1 1 1D C I Th g ifi 2 5 3RAG Pk b 5 W 25
XA MG E R T 0 A B B FH AD VAL B
(1) IR TT RS SR LRl 2= Ak B
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