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224 ZEEKF (famciclovir, FCV) BFFH L H M
H¥EF (penciclovir, FCV) WHIZ, T 1994 % 8%
FDA ft#ENHLAZE

HO
I 2 ZEES
FEEHERAKERBEETEE SR
BRI RN BRI, REE
TEE# S REEA T — SRR R =5

MUER, BAERW=ZBREABREAUN

W, WLMERFE DNA 2 & B i i &
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BEHAREEE, LB FCV 5 3TC ¥R¥T 100 &
CHB W BE MR, A% 12 AR, HBV DNA
BRETHBEE, FCVHE AW 3TC, FCV 7E I R
RRBTHABHERARENEEY HBY BB E
i, 8ATCEH =AM, REMARTHMLE
531C A,

(5 #)
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Z BURT S 5 BRI PR SR 0 2 R B i AR 4% U3

[1E &) B¥E FE4
’ BREEIERE R 100039)
[FESES] RS512.603

ANEBRZBFRFEER (HBY) &, W&, A
SRR AR B S N 3 B Z A AR, AT
WG PR Z AT R R R, RIEE M HBY B 1Y
SRR, ERK ETRICHRERZH, &
B BRI AR R TR, AR B SRR
A R KT R A AR A5 AR B3 A AR, BT
BEARIR. OREMZH. WEERFELTHE
#, AN HBV REER, EFREXERE
W, BERARMNARBROFR, QREER
. BF RGN HBV BAKFEIFERG, &

HEWH, BEAHFELELEHMTE (30525042)

[X#iRIREE] B

KEaR 2 MER, ~MASMIMRETRETRE,
BE T4 2 B9 T JE HEA S eRe e 1, s —F 2
Bt eEERERFRGFEET, BERR
Sy PR Z I, @GR EMNRRKKRE
HE AR E BT

BZ, AESS HBY MGRERMAR, RE
TARERIGREB S, GF TR HH
%, FUREBHRENE - FETEMNRENEH K
ERHRE, S EE BRI E AR

RN, A EeEARMERE TS T
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RAE [ RE T BORE 2018 M 2 T 2 B RER 4 RO
B, 5G4 045 05 T 5 BB A6 A0 AT 40 R 5 R
A, BB HBY B S B B A A
R, XERTHRNARR, BRI, TR
wE RTAREAENHANAEEENEKE
X,

1 BHEFREEGRERS

N5 HBV B BE 0% 7] 2 9 R AR R 3R

BRI 2 AR FEWHE—S S AN RRE
R, ERECRFRBAKRN, FIRFHE
BRI TSR ABEMZ, FERIAN CDS+T 4
SRBIRAZ , R RAMIBERIET . CD4
EHTHREEES, ENMERRBMT .,

1.1 CD8+T st w4 R i %

ZAF, Wﬁﬁ%ﬁﬁ@%$%%MﬁTﬁE%
M (CTL) ROBEREAR, BIRTR 5 i 40 1 B vk & A~
975 3 B R A A3 1 2 L Eﬁﬁ%ﬁo%ﬁmwm%
B BEEF AR CTL RN, AL MR &
Wk KBRS T CTL BORE, {HERHEIE# M i S
BRE, ﬁﬁkﬂ@ﬁ@%ﬁﬁﬁcuﬁ [ i
CTL RAH A A F A KW, X ZHIEH CTL £
BRRENFERN AR, ERERREF, HER
HBV/HCV #¢ 54 CD8+T MK BE , X% B4
WRRE , HKE CD4+CD25+1A 15 41 A0 | CD8+
T 440 B % 7 3 70 R 9 I g
12 mmﬁ%T%wm%ﬂ%

CD4+T 40 fo 48 BY ™= 4 U B 89 CD8+CTL Aot
&, ZERNFEEERIKEIERFSEBRRE
Eird, ML HCV A HRRENMAEL R R AEHE
BT FHRE CD4 BB T WM AL, T7EH
6 M I 3 P 3% B HCV RNA B & F /TR 8l Hev
155 CDA+T HRME £ 0, 75 35 I RE K A ¥ SO
ZHIREESME CDAHT AR BEF R TR, X
R ERE B HOV BRI AR B THI CD4+
THRESHEY MEEE , MRERHA TRELERFIC
T CD4+T #ML K B, CD4+T T BE T B AL BE 2
B CTL RALZBIR,
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1.3 WREM (DC) 8R4

it R HCV A2 HBV Bl Rl gE, HE
BB IR 336 222 400 B 2 1R 40 L Y 0 P o BB AR A
e, BEREMRRAMT =4 IL-12, FEEB
3 ] AU TR M R R0 CTL RN, K4
JaFERT R DC 4880 (pDC) P4 TFN-a BR 30 [ &
B T E 4 B ZROR
2 HBV BRI R AR e N2 8 3 F0IG R % 15

HBV BRANKEFE—BKIBRB, 4-8 8
BREFHRARER, WEHN 12 ARFEETXE
10°~10° ¥ W /mL, K¥ MG BRERE, K
R LHREERNER, ERENBKILL
BRI, RAREEEHAREEN NK, NKT
46} B FT 7= 4 TFN—y, AZERYE HBV (9 FF 40 AR,
gt Z B R BRI B Z SRR, ARE
BEiREERE, Hik, BERRAELEEH HBV
BEHRBAE, MiH, RREEERFERLE
TR RIEER, EHEESNRE D, 80%HX
REBEHIEAER, MEA BARERFEY
CD8+T 4 e AR Hi45 ., 7 HBV B3 8T 4 B
B, FEMRIUESL, IFN—y B9/ EM% R NK A
NKT 4525, NKT 40 8 7] 3l i B HR R
BLBE SR FEEE DC WIERBREL, BEE
BRI HBV &, &M NK #I NKT iR E R
PR AR, BRI IFN—y #Y EER
B, IFN—y SEUEM & HBY AR MBEERR
HRIER R AR REY,

MiBHZFRENGERRAENIRERT,
NK/NKT BRI T RE 2 TR %, I HBV R 2H
RERIBT T A B, HBV #EEBAMAA NKT ARE
itk AT R SR 9 25, BRR NKT 48 M B9 300 B 8
i HBV B HC,

DC ERYRBEFHIERABIETXE, RA%
B JE B 5 BAAY IFN—y, FITE{LHY NK 88 (NK-
DC Zl‘ﬂ% cross—talk), fRfF DC ML RE, RE
DC /2 B 50 I 4 5k A 40 0 40 5 AR VR SR B SR
HBV Bged @, REFIELMUMLE LKA 1
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fil, MEHE—LEHRE, XT HBV HWBAHRETR
% pC, BRI F TR F HBY REB RS DC, W
B JE DC K ThRE L B R 00l

WAk, FER DC IEBEA T R SORYM (type 2
pre—dendritic cells , pDCs) WIIEFERRIE, pDCs
BEi LumE R, R FRESEMM (in-
terferon producing cells, IPCs), CHAKNSRER
RN RARE B, CD4 P, HLA-DR FHEEAN
CD123 Atk , 7ENLIRZ BB AR K LR H pDCs
g K BETHE (EN), REURBERFELE
BREENBNARZ—, IFN EFFREREPR
EWESEMA, BARERRINNHITG HBV K
LR, HELERMTEREN TR, H# HBY
RNA, MiH, NKTU24EfA T 45 5H S, pD-
Cs THEAABRBHTRR S, EEZTEH
JE AT LABEAL 0 B DC 410, (RHFER BN T 410
6 TH2 $4k, 35 WA 2 3 vl S e S L FAE
TR RRARNTEEE RFREER pDCs B E
MIBER T, & BIKREN S RRELE
SAF, pDCs T VT RETE o BHOM R B M T
BUETULREEENR, WA NK, TH
RN B AR MR HOBRBE | i e IR X 2 4 B 20
RRIR R R, IR pDCs 40 B A0 2 e R 38 i H
PR LSEAR IFN it FUR B R B R R
B,
3 ZIFRRERENARSAGKRES

ANAEH st HBV #9458 54 10 5 5 0 2 45 0
BEMGEREE2AFE, XTERBELE,
HBcAg-#5 R HEH) IgM 27 HIBRK—M5E, T
4t %t HBeAg 1l HBsAg HLIK#Y i Blbn B B HA
FE %L, HBsAg-f¢ R MK REH AR,
PR %, HBcAg-1¥ MM 1gG 71 HBsAg-
#RENRAERRRE R RRLE, HAMR
18 ¥ HBV A SR MR P IA R L, B
M, dME SR Z BT R R P A EAERN
fER . TSR E CTL RN R B H R E X
EWEM,

SO man mam

SHEAREZEFRBEEANWMSRMA, 5
Xt HBV Z UM T-40 ML RN AR 3, X 26 R R
6. % MHC- I 250 R W ) B9 CD4+T 40 8 71 3%
MHC- I 2:BR#I#9 CD8+T 4 M, 4% HBV £ 4L
JFH CD8+T 4BMR B rT 4+ % B4~ F ML, BHE C. P,
E&EH, RIMRBHIIE T 4008 KA1 4% C 7
PEHMYS T HBV B 18 4 1L i 25 5 2 FF 4
J 1L CD4+ BB T 4BHE AN CD8+ CTL B M A
WiFR MK, REESRRAFE=A R, B IFH
BB RNERBNRETRTHRSEEANK T
A B MR AR Z, W HBV BER/MR
kA ) HBeAg, #IESEBESMIBR AP HY Th1 408,
FAREBAERD Th KR8, KAFER CDS+T
MEHB T MK EAOEL, KIIARES
HLA-PUBfkis) £H CTL MIIRBE BT ¥, L
RIFIR Z PR 18 1 4k 1 J B R R 45 R BRI A
HEE O MERER, REETOAES LB ETR
EAM LR, RRMTRBREM, MRESR,
REEIRFAFHEFHTXRMNER, BETH
e 5 P SR T B A0 R 2 R B O 7 K R XA R B
RERABRKNE W, 18 M8 H K56 R
P RAEA PR T- KA B AR R
SbomT, B AT RE AR IR &R AR
HBV skbbk, R, ARAMHR I RESHIEE
ERHBEENHNMERTRPHREMN, RIMEK
ABFRRANREERE, FENZET 4T
ERERZ—,

X§ CTL %A% AT 40 i A 3 SO 40 3 74 BR L A 11 o
KYH EERET HBV HER/NREE, AR
/NEAH R HBV B4R R B S R A,
# AR BN RS X HBV B9 CTL J5, BER/MR A
PETFRINRA, WA CTL RERD, MHER
FER TSR K, BAR R K & 4
B, XEER, 2R KBRS K RO T
FEMA CTL GBS, XERFAE INF-a,
HEEMEABY, EHMBITIEL, CTLHMES
B, FEME IFN-y fl INF-o, BEAHUREFIER
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ARG HF M, 45T IFN-y M INF-o 89504k
AR EARER, EAARENERE D BiRFER
Gt TR B LR EE,

HBV B EA — M R IR B LR B RS
HRERA/NFERER, CDS+T HMA B LI
BRENFRXAFERSERKE, EREN, NKT
M HBV-IER R M T AR HRS T H P2,
4 WEEZHEHEEYNERERAGRANEE
4.1 pDC B RIRFIEF BB

B RIX pDCs MR IE K EEE NI RBEDD
Beim 2 —A ik, BIAN7E Z R A pDCs 5 mDC
MMEXRNM, 2% pDCs &R DCs HETIE,
Z2HEETRAEREEANERE®, XNE-1
EEMNHRIEE, —NEBRBLES DCs ML,
pDCs S AREN B FEA LK B, EZHFH
MR G FBR P REET RS EH RN
el
42 AT T KRS ZFRETZRXR

P T AR CD4+ CD25+H—HEARME, 7T
¥R R REIEIC R, AR EREES
FRERESN T ARMERN, M T AN
RThEE, fE6E HBV BB ML),

43 FFREMRRRE SR A

L3t HBV-$5 FHEH T 40 69355 F A8 2h
BEn, BAERIMTHMENFERER. E¥K
RIRY B AT KBS B 2 FF3R, FFA
ERER TR, BT, VRMIERERERZH
FEmfm s RENREREHERE (FENK
HMEAREE R N REHRAANRERE, NAE
BREWTAEEFNEEN TARNNS 557
HREREN, BETHARMKANEREEANE
17, URRBFFUMERAE & T RaEHRs T A
BB R, BATRY SRE B RS BF R B 9 B T
BERE—-LHE,

44 FWHEHBEHER

114k HBsAg ¥ R HE M CD8+T AR A H /b

BT S BT AN HBV R R LK E 4

.10 -

RBBRR T

Clinical Medication Journal

(Bystander) BERE @31 il 4k K HBsAg 15 7
TRE T A SRR TR, A A
FUAEEH A TH HBY EH, HEHREML
FHEFAN SRR AN, NK 405 1L i 35 0
WEHAKRS S, aEFREMRAEFH
B, BBNE, B3R EERARMTEIPHE
A 7R - 5 BEL 0T e e 4 e R A o 2 ) O YR T
LAY/ J5 A 4 5 e 20 4 LR B L R AR A5
i B E iR A ¥ HBV $: R4 8 CDS+T 4 i
e myLH TR HBY EHIShEE, Bl
HAERKFR PR EEFREORE S BN EAE
BUHER, TEELBEFRNSIYEE LI H
EELANESTTRUEFRG, MRXFENIE,
A] DL & JB 0 A0 AT i, B LR8P AT R I
KR AE 1 AR IF R AE 0P RE AL B 2 AT M
4.5 1AMEEE HBV DNA MTTREFEH

R 2k Z PR BRIK & IS °T 7= A A R B
Pk, BIRERMEE, E4 K AERERLE
WIERHZ T, AL E S REREFE, T
BREMBEZ WML, REDRZIHG,
HBV T EHEE, MH, SHEMNBEORBERS
B, W¥ HBV QA RAREM R A ERE,
HBV B #EAR AT, ERFAEA PR R
W, FETAFMATN HBV B, WREXS
WMEKREA BT 4 HBV RN R, HAE
RGNS, BIMEHLR DR AR SRR, T
B SR T KA B 41 MR AL N RAEITIZ R LI
R EHE Y EMZ R,

i, 2EFEA#T FEMEFRBIEAK SR
FERSAPURTLSE , s, REEETEBARRA
g B S B R BRI B E AU R EN S
BHREEITROERERREARNXR, A
B F R ARG R it R, W RERA
HRRE,

(5% 30 ik)

[1] Erickson AL, Kimura Y, Igarashi S, et al. The outcome of hepati-



TERITR

Clinical Medication Journal

tis C virus infection is predicied by escape mutations in epitopes
targeted by cytotoxic T lymphocytes. [mmunity, 2001, 15: 883-
895

Xu DP, Fu JL, Jin L, et al. Circulating and liver resident CD4+

[2

[y

CD25+ regulatory T cells actively influence the antiviral immune
and disease progression in patients with hepatitis B. J immunolo-
gy, 2006, 177 (1)

(3

ot

Gerlach JT, Diepolder HM, Jung MC, et al. Recurrence of hep-
atitis C virus after loss of virus-specific CD4 (+) T-cell re-
sponse in acute hepatitis C. Gastroenterology, 1999, 117: 933-
941

[4] Wang FS, Xing LH, Liu MX, et al. Dysfunction of peripheral
blood dendritic cells from patients with chronic hepatitis B virus

infection. World J Gastroenterol, 2001, 7. 537-541
[5

i

Perrillo R, Schiff E, Yoshida E, et al. Adefovir dipivoxil for the
treatment of lamivudine-resistant hepatitis B mutants. Hepatolo-

gy, 2000, 32; 129134

[6] Baron JL, Gardiner L, Nishimura S, et al. Activation of a non-
classical NKT cell subset in a transgenic mouse model of hepati-
tis B virus infection. Immunity, 2002, 16: 583-594
[7] Kakimi K, Lane TE, Chisari FV, et al. Cutting edge: inhibition of
hepatitis B virus replication by activated NK T cells does not re-
quire inflammatory cell recruitment to the liver. J Immunol, 2001,
167: 6701-6705
[8] Kakimi K, Lane TE, Wieland S, et al. Blocking chemokine re-
sponsive to gamma~2/interferon (IFN)-gamma inducible protein
and monokine induced by IFN-gamma activity in vivo reduces
the pathogenetic but not the antiviral potential of hepatitis B
virus—specific cytotoxic T lymphoeytes. J Exp Med, 2001, 194:
1755-1766

9

[

Duan XZ, Zhuang H, Wang M, et al. Decrease number and im-

paired function of circulating dendritic cell subsets in patients

with chronic HBV infection. Journal of Gastroenterology and

Hepatology, 2005, 20: 234-242

[10] Duan XZ, Wang M, Li HW, et al. Decreased fre quency and
function of circulating plasmacytoid dendritic cells (pDC) in
Hepatitis B virus infected humans. Joumnal of Clinical Im-
munology, 2004, 24: 637-646

[11] Liu YJ. IPC: Professional Type 1 Interferon-Producing Cells and
Plasmacytoid Dendritic Cell Precursors. Annu Rev Immunol,
2005, 23: 275-306

[12] Kakimi, K, Lane, TE, Chisari, v, et al. Inhibition of hepatitis B

11 -

Fak F4H

virus replication by activated NK T cells does not require in-
flammatory cell recruitment to the liver. J Immunol, 2001, 167
6701-6705

[13] Guidotti, LG, Ishikawa T, Hobbs MV, et al. Intracellular inacti-
vation of the hepatitis B virus by cytotoxic T lymphocytes. Im-
munity, 1996, 4. 35-36

[14] Penna A, Artini M, Cavalli A, et al. Long-lasting memory T cell
responses following self~limited acute hepatitis B. J Clin Invest,
1996, 98: 1185-1194

[15] Thimme R, Wieland S, Steiger C, et al. CD8 (+) T cells medi-
ate viral clearance and disease pathogenesis during acute hep-
atitis B virus infection. J Virol, 2003, 77. 68-76

[16] Maini MK, Boni C, Lee CK, et al. The role of virus -specific

CD8+ T Cells in liver damage and viral control during persis-

tent hepatitis B virus infection, J Exp Med, 2000, 191; 1269-

1280

[177 Ganem D, Prince AM. Hepatitis B Virus infection-natural histo-

ry and clinical consequences. N Engl J Med, 2004, 350:
1118-1129

[18] Guidotti, LG, Rochford R, Chung J, et al. Viral clearance with-
out destruction of infected cells during acute HBV infection.
Science, 1999, 284, 825-829

[19] Guidotti, L G, Borrow P, Hobbs MV, et al. Viral cross talk: in-
tracellular inactivation of the hepatitis B virus during an unre-
lated viral infection of the liver. Proc. Natl Acad Sci USA,
1996, 93, 4589-4594

[20] Pasquetto V, Guidotti LG, Kakimi K, et al. Host—virus interac-
tions during malaria infection in hepatitis B virus transgenic
mice. J Exp Med, 2000, 192: 529-536

[21] Kakimi K, Guidotti LG, Koezuka Y. Natural killer T cell activa-
tion inhibits hepatitis B virus replication in vivo. J Exp Med,
2000, 192 921-930

[22] Tsui LV, Guidotti LG, Ishikawa T, et al. Posttranscriptional

clearance of hepatitis B virus RNA by cytotoxic T lymphoeyte

activated hepatocytes. Proc. Natl Acad Sci USA, 1995, 92:

12398:12402

[23] Zhang Z, Wang FS. Plasmacytoid dendritic cells act as the most
competent cell type in linking antiviral innate and adaptive im-
mune responses. Cellular and Molecular Immunology, 2005, 2:
411-417

[24] Franzese O, Kennedy PT, Gehring AJ, et al. Modulation of the
CD8+-T—cell response by CD4+ CD25+ regulatory T cells in



U ga% mam

patients with hepatitis B virus infection. J Virol, 2005, 79:
3322-3328

[25] Stoop JN, van der Molen RG, Baan CC, et al. Regulatory T cells
contribute to the impaired immune response in patients with
chronic hepatitis B virus infection. Hepatology, 2005, 41:
771-718

[26] Crispe I N. Hepatic T cells and liver tolerance. Nature Rev Im-

XEHS: 1672-3384 (2006) - 04 -0012-05

E|3:- 0171

Clinical Medication Journal

munol, 2003, 3: 51-62

[27] Ando K, Moriyama T, Guidotti LG, et al. Mechanisms of class I
restricted immunopathology: A transgenic monse model of ful-
minant hepatitis. J Exp Med, 1993, 178 1541-1554

[28] Sitia, G, Isogawa M, lannacone M, et al. MMPs are required for
recruitment of antigennonspecific mononuclear cells into the

liver by CTLs. J Clin Invest, 2004, 113; 1158-1167

mMRAR SN

[1E ] M
SEARBRELER (ER 100853)
(FE2Z%ES] RI71

1899 47 A LA A it FF 8 T A & BB R 24
HIF S, HRER, DEARRMGBIT R —KH
B MR RRRAERK L 5EEIZGTT
A, B — BT SUBAZG dh kUt i PR BR T S
THOFEEMBA,

1 FEBRABSAEAE 00

FEHEIL R (nonsteroidal anti—inflammatory
drugs, FEFREIARZY) R—KEdEERME LM
FHEA, ILRAEASHEE, LAUD/MRIERK
Yy, A, FRAKEARET A LEERR
%, WAHETFRABH, LMWL R MR 2
BREB GMAERE). RRAEA T ZRERA
#, MHANSREEANGYENZ—, WERX
B, 8X4% 5 AFHA 1 AEA 1 XL TTE

=]
an o

W] ) UG vk [t AT — BB R EAL R WL
B3] 1971 4F John Vane %3RPT Al U AR il K FRUN 5
WHIREAE (cyclooxygenase, COX), HMEZ
W & DT A% BT 5 AR & (prostaglandin, PG) KT B
HERBAXOMAER, Bib, HRGELNH
COX, PHME4 DU ERSE A PG T K IEHRIEH,

[XHIRIRB] B

PR B COX 328y BT 51 & 25 ¥R B AL Y
B R EZ, John Vane R IR AE 10 &
JERBIEIURE,

20 42 90 ZERH, EAMEI COX 2 FFT
B, BP COX-1M COX-2, HAfIAN. COX-1 24
B, FERIERY. MMM, HEgk
AR PC S ENERERAEIBMRFER, W
HRERMERY, AW @A MR EE; T
COX-2 FERKEEW , F48 KE, REAN
HERMLRHEOBANR, £EMRESEAFR
&, B—BZEkASEERHETEHIUFEHEK, @
HER PC B 5 RN, B %R AT
SORENE, R, FRERN, UERRARI
& ILBERARME CoX-2 FTE, MAYHARR
R S5E cOX-1 A%, T, AT HRIBDH
R 2B R B IF AR RE LT AL B X M COX-2 T
Ri# cox-1, FFHH BN EEE cox2M
#7 (selective COX-2 inhibitor, SCOX-2 1) #J/*
B AR, E—Rscox-2 1 EXRERMP EER
F 1999 4E #2001 R FEEERMBRE R,

B8, 76 SCOX-2 1 My, EAFEE BT

C1 .



