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Abstract

AIM: To investigate the efficacy of
immunotherapy using hepatitis B surface
antigen (HbsAg)-pulsed autologous dendritic
cells (DCs) in patients with chronic hepatitis B
(CHB).

METHODS: After autologous DCs were loaded
with HbsAg and cultured, they were intrave-
nously infused back to patients. The overall
course of treatment was divided into four
phases: three months of intensive therapy, three
months of consolidation therapy, six months of
observation of short-term curative effect, and
one year of observation of long-term curative
effect. A high-throughput detection of HBV
mutations was performed in each patient before
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therapy. Liver and renal function, HBV DNA
level and HBV markers were measured in all pa-
tients before and after each treatment.

RESULTS: HBV core gene mutations occurred
in 15.1% of patients (58/384). Of 134 patients
with HBeAg-positive CHB, 58 showed virologi-
cal response to the therapy, 21 showed sero-
logical response, and 75 showed biochemical
response. Of 102 patients with HBeAg-negative
CHB, 40 showed virological response, and 53
showed biochemical response. Complete re-
sponse was observed in 112 (29.2%) and 124
(32.4%) patients in one and two years, respec-
tively. After treatment, serum HBsAg, HBeAg
and HBV DNA levels significantly decreased
(2484.39 + 185.2 ng/L vs 1616.28 + 169.81 ng/L;
32.1+5.78 ng/L vs 69.9 + 7.61 ng/L; 0.08 + 1.78
x 10° copies/L vs 1.79 + 1.21 x 10° copies/L, all P
< 0.05 or 0.01). No serious adverse events were
noted during and after treatment.

CONCLUSION: HbsAg-pulsed DCs are effective
in the treatment of CHB patients and HBV carriers.
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KA RIES A, HUARXNHBVIE R A 2% i
% HBVRF S G (1) 32 25U AL B SR 48 i
(dendritic cell, DC)J& A& 4 L fie fe o APt Js b
240 ffu(antigen presenting cell, APC), HIjHER
A HE S W A0 AR S e N . 18 T 2 Y
% (chronic hepatitis B, CHB)E A DCIREL T,
FENANT. Bk ISR, B, 47
T e e Y SRAS, F5 A B e g, #i1F
THFRHBVZCHB Ryt 7 (8. B, M6
ST CHBI 254 T2 TR ML H R,
AR B S REAE LA E . KUY T i )
N R B0 2y 58 AR S IR T L iz . A
W58 AH BV 5T it &AL Ik 75 AR Ab b it 8225 A &
DCHAH )=, 1 LAIRIES, M54 0710 CHBIFIYT 2
Sz Atk
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PR RIS W BRI, R RE
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1.2.1 DRI ARUE: (D)FFE
RHE (BRI RYARE) P Wb dE;
(2)1 moRT MLy (& F1>35 g/L, TBIL = 1E 7 1.54%,
Tt 1ML T JEL TG Bl BE (P TA)>60%; (3 MPELT; (4)6
mo N AR AT 000 B 259 2 oz 8 55 2506
I7, SR AE AT T HTHB V 2549 A S g 15
. HEBRXT S (DILES-HC V. $T-HIVEH I
Q) RENE . 29t ORI A A B
FEPEGR I E )R AL R AR
A AE YR (NS5 4%); (@) H RO, . B
RERRASG 7, (5)HARBR D RS 5  (6) 1 HILIB «
Bl PRI AR R 24 S 2 (7) S i AN 7L 38
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122 DC : HIMC S+IMLZH 23 25
WURAE =35 A A 1l A% 41 i (peripheral blood
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TERE C CP CX CPX P PX

SC SX SCX SP SCP SPX X  SCPX

n 58 38 18 30 12 6 12

(%) 15.1 9.9 47 78 31 16

5 2 S 3 8 2 24 8
13 05 08 0.8 21 05 63 21

& 2 HBVRURTRAIANPEHHYCDXICHBEETS RR

B " PR NENFENES — BSFERENS B52FERENE
REF MES £hE I8 BA 8% T B0 7T B0 T

HBeAg(+) 134 58 21 75 85 76 25 52 49 33 46 57 31
HBeAg(-) 102 40 53 59 46 22 37 40 25 39 36 27
HBV 81 28 33 31 25 8 23 36 22 27 31 22

& 3 HHBV-DCAYSHIGHBsAg. HBeAglzHBY DNAESLLE

=t HBsAg(ng/L) HBeAg(ng/L) HBV DNA x 10° copies/L
2484.39+ 185.2 69.9+ 7.61 1.79+ 1.21
1616.28+ 169.81" 32.1+ 5.78° 0.08+ 1.78

n 384 134 384

t 3.36 2.45 1.61

P <0.001 <0.005 <0.05

p<0.05, "P<0.01 vs

123 T RESL6 mo, 7 N (1) B AEIRYT
W(EE1-3H), 10-20 dA TN )RS I
(Z54-6 ), 30 dh 1JEIH. )R T RO B GE
7-12 1) (4)im W7 oW S (5 13-24 ).
1.2.4 CVRITHT S SR A
HBV-M, [lHBV DNAZ# &, il i HBVA: 54
PRSI, i JH A HEThRE. B IhRe. HIRJEE
B, M SO v B (A 220 ). HBV DNA
=1X10° copies/L 4 PHPE.

KHANGIT TG B S5, $8hs
{17 LU 265 I Y S A 6 S A e, T A K di F1
SPSS12.09 A HEAT GE v 73 #T, P<0.05 441 Ge vt

2 BR

2.1 HBV 384(ICHB %,

RAECK A S, N5841(15.1%), HIX ACX

+PIX AR, K381911(9.9%), CPXAL30H1(7.8%),

XX AR 53 4 24151(6.3%)(K 1).

2.2 HBV CD CHB
HBeAg(+)CHB 134411, 43545 5841

(43.3%)~ 2141(15.7%)« 75%1(55.6%) % 4= #.
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T B 27 ML 22 AR E N S 14 )R, 58
A W JORE SR R 52451 (38.8%) 491441
(36.6%)~ 3341(24.6%). 24E )5, 54 #or. T
P23 5 A 4641 (34.3%) . 57H1(42.5%) 31141
(23.1%). HBeAg(-)CHB 1024, 43 545404
(39.2%)~ 53M1(52%) K A= BRI B 2% [ AR AL 2
. 1S, 564 W JoRA 2ol R 374
(36.3%). 4011(39.2%). 25151(24.5%). 24F )5, 58
Ay TS TN 3941(38.2%) . 361
(35.3%) 271(26.5%). 18 TEHBV#7i & 814
W, 2 A 28%1(34.6%) . 33451(40.7%) K A LI
o TR MM 2F N2 1S, SE4s. . B
N3 5 A 23400(28.4%)  3641(44.4%) 22131
(27.2%). 2%F )5, 584 ¥4y N5 k27
#11(33.3%) 31411(38.3%) 22451(27.2%)(£2).
23 HBsAg. HBeAg HBV DNA
MBIT T JFHBsAg. HBeAg M I i
HBV DNAZ & (1484, 72 534 W PE(R3).

3 e
BB AT 12005 45 I AL Je g 1 45 E R,
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AR Tl gi k%, CHBI i S ik i b 41 4k,
IR JERA AL . 2R B . CHB & 1A
WHB VRF 22 A7 75 553 Bk 1 D 8T g 2 bl A4
T IE RGN, WG HB VIE B S B i 52 i
SO R g T R B W R N . — & A
JAM A DCECR T, RAIA SR, DIREREAC, o
AR IBHB VUK, ANEETE KA R
(RIAATB S 28 R AN S g2 3 255, CHB R 9 1 AT
FEAN I 2R 2 B T HB VI R R 7P
e TR 52 BT 3 B TR R LK . D CY)RE)
SRR R EPURIE R IIRE R, 51 R
I e KL, A FECEE T EA R, ¥
@ et alYFCHBE AN A LD CIHIREIT K I,
CHBHEHAMAIMDCH #HBV DNAKYL, 1T
i), 11 H % HBV DNA# & 5 DCIh e %
VIER, Wt 8 KA DCIRELT, i 1535
DCIhfig 2.

CHB & Z HUi #5907 )G DCIIF I B b
T FITFN-o ] 53D CIhfig, e HED CHE G AN
B, HaRDCHURPE B AEH, EIRpL A AR g
Ji G5 N, CHBYR 5, DCIIfResT 4%, i)
D CIyfig T B & 3t i C HBHF4 e ge 1) J R 2 —.
HBsA g IIDCAE B FH RN S LI HBV
Sk S )N, R AR FTHBs A g, {EHLIA
PRI HB VS i 52 IR A, AT A R B 4 2
SRR B

H AT, H-TCHBIA YT I G 7 1 77 d i
AT e, R M B ML A g AR ekt
HB V1 F 2 [ N, AH R A BLAL. k% 17 2%
AP FI P 25 55 P 85 259 H e M HB VY
ST, AR BRI A B 9 R4 A R
DNA(cccDNA), 5 800 #8548 5 M 24, 15 24 J 2%
Yy 53R, BEIRBIFE A A S R H v FRHB YV,
G HT B Gais 2R G Th g 2.

TEARANEE FR 44T, e i S i 1Y
PBMC. 3k KEHEHHB VLR S, JE AL
AEIEH . BUADC. F X EeDC A4 12 EHBV
R, W] TN LAR % RGERTHB VI
P 52 ARAS, W ML SR A I S R D)
i, FEHH S PTHB VIR Gl )V, 35 bR £, it
PA, #ie BRE T BOR NV A% WAL T H AT 2
PG, A M B4 S8 F0 AR I RT3
LG BAE S, DR R G sie 7 VA (6 AR J5
e CHBEE A NDCYRE, 155 A HB VEF
SEPE G338 SN ¥ R

MA TG AT LLE L, ZHB VLR kb

DC4 )5, Tt HBeAghHEEiHBe AgBH 7k &
& PEHB VG & G — @ 7 /L, o B )
RESL S, HBV DNA F[#a#% 9], HBV DNAK -
FR S HUA G ThBEA LT, HBV DNAKTF T
B m AR R D RESE . HBeAg(H)18VE LT
134519, 7354 58%1(43.3%) 21411(15.7%)~
T5H1(55.6%) K A PRI RE A LS A
V%, HBeAg(-)181EZAF10241 7, 43545 4051
(39.2%)~ S3MH(52%) A A= BT 75 27 S AR A2
25 81T HB VA5 i3 T, 28451 K 33451143 5l
RAP RS MIFHNE. VEE, 568N 112
B, 1529.2%, 25F )5, AN 12440, 1732.4%.
DA b g5 R, RSN 34 8 5 S PBMC KUK
DC, HZ4HBsAgfUHUn I PTHB V-DCH#fik [Pl i,
AT TR TEHB VT 34 % RGO HB VI
oS SRS, A AN 12 YEHB V517 & (195
BRI, W BRI EEPLR, (1 HBeAg/HBeAb
(M3 27 e 4, 3By R HBsAg. HBeAglt
HBV DNA73 24 2407 B

RIS, K97 fiHBsAg., HBeAg.
HBV DNARE SEBEIQITHI S N %, 2
BEM. AR R IR RS E, v E
AR RN R AR GIE B T AR YT R A R
wh .

HBV 5 kAR R i C X AIEA A L 3l
T(BCP)IA ] P7 A HBe A g PEAR bk, PIL
[R5 5 3 % ILFPOL/RTHE K A BE(349-692 aa,
Rlirtl-rt344). FERRK IR EIRIT T, 5 IL IR 1%
HAIR- 2 R- R TAER-RI N4 % R(YMDD)
5, B EHYMDDZ 5+ 4 YIDD(rtM2041) 24,
YVDD(rtM204V), Jf# A rtL180MA: 7, H 32
2 49 30 56 T B T RS R Ry oK R S TR 24 R ARG #A
PR SHEN AR S Al S 2 B PEHB VI G (occult
HBYV infection), &I A MIFHBsA gk, 1)
A HB VAR /K FEHI(MFHHBY DNAK <10
copies/L)!". ALK ISE B, Ph e i X CHB &
“, BAC. CP. CPX. XM CXKEWNA 4%
UL, 20 35 15.1%(58651) 9.9%(38%1) 7.8%(30
1i1) 2 6.3% (2441, For CIX AR S %6 dy vy CHE LRI R
S T E B RATIMHB VIE R Y 22— HHj G T3
KICRL R BF 90 45 SR 22 K. WF9T R W], BCPA
ICIX S48 1) R AR HFHB e 4, BCPRIHICIX
R 5GP RS AR, & FEHBeAg
FItECHBI R R Z —; Ji4h, BAHICHI/EBCP
AR 5 (1) CHB A 1] R R AR 0 SR AL 1T (1R 6
AL 25 578 [y e f N RE 1 IR AT A,
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A BN SR AR S N (85 D) 52 AN B2 .
AR CHBE S RN K AT CHB
R BRI R, W SRCHB AR T4 Y.
B A ARORTAT I, R R 1B HB VA
i, I A B KFIHB V EE AN
AL BN IR O B A R4 8, I DR IBYT, R
RS iayy, 2HEEBUORTHR. |
KRG T A BB T 2 90T I AR
HAH I HB VI SE 4N 2. CHBRE A AE il
DCHJRu ¥l FIHBV DNA, #i#IDCIRfEZ |
HB V&S, i HDCIYRM ., B R Rl AT
S 18 B AE g M2 Ay WAIL-126E 11 S DCHHBV#;
HEREFHCCR, £ ERE LR TDC
TR A LRSS BRHB V2. Rk, 55K
WS B SR DCs I D) B, FRERF LAY CHB
() —RoBr 6 75 kE ] 785 LD CAH T RE,
FIREALAA I S it 52, BAR H AT A T8¢
Kk, (ADCHLENIANE 2, thifECHBIK 4t
o, DCHRIEY 2 (M HARMG S . 401
PEWLAL. DCIT VLD C AT P 5 Fe sz b 2 K
Py APRN T HBs A K I FIHBsAgli s () DC
AR DA R TE T IR R D CI 7 4%,
T A Ja ARG FCEAR TR 1 1) R, R 224k 4K
WL ORFEARMIGIRIEE, IF HAR W HAb Ry
JiEI AR TT LARR s R RE U 2T 2L
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