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Table 3 Differences between HBV reactivation in patients who are HBsAg carriers and patients with resolved infection

Prevention of HBV reactivation 631

Inactive carrier Resolved infection P-value
HBsAg(+) HBsAg(-)
(n=20) (n=17)
Age, years, median (range) 60 (29-84) 67 (48-86) 0.035
Male/female 11/9 11/6 NS
Disease types (F-A/F-SA/LOHF) 4/11/5 0/16/1 0.025
Prognosis (alive/died/LT) 2/16/2 0/17/0 NS
ALT, IU/L (mean + SD) 1114 £ 1602 653 £ 1057 NS
Total bilirubin, mg/dL (mean + SD) 13.6 8.2 18.5+6.3 NS
Prothrombin time (%), median (range) 28.8 (8.0-48.0) 30.3 (19.0-38.0) NS
HBV DNA level, log copies/mL (mean % SD) 76+1.2 6.6+1.5 NS
Treatment
Lamivudine 13 (65) 9 (53) NS
Entecavir 9 (45) 9 (53) NS
Interferon 5 (25) 6 (35) NS
Underlying disease
NHL/MALT lymphoma 10 (50) 13 (76) NS
Other onco-hematological 1 (5) 3 (18) NS
Oncological 3 (15) 1 (6) NS
Collagen disease 2 (10) - NS
Rheumatological 4 (20) - NS
HBYV reactivation
Under immunosuppressive therapy 10 (50) 2 (12) 0.015
After immunosuppressive therapy 3 (15) 14 (82) <0.001
Type of immunosuppressive therapy
CHOP 1 (5) - NS
R-CHOP 7 (35) 10 (59) NS
Other rituximab-containing-therapy 1 (5)t 3 (18)% NS
Fludarabine plus prednisolone - 1 (6) NS
Anthracycline plus cyclophosphamide 2 (10)§ 1 (6) NS
Prednisolone 4 (20) - NS
Methotrexate 2 (10) - NS
Others 3 (15)9 2 (12)11 NS

Unless otherwise indicated, data indicate the number of patients, and those in parenthesis indicate percentages of patients.

Laboratory data are at the onset of hepatic encephalopathy of coma grade greater than 11. HBV DNA levels are at the onset of hepatitis.
Significant difference among group was assessed by Student’s t-test, Mann-Whitney U-test and x?-test.

+One patient: only rituximab.

+One patient: rituximab, etoposide. One patient: rituximab, pirarubicin, cyclophosphamide, vincristine, prednisolone. One patient:
rituximab, etoposide, mitoxantrone, carboplatin, prednisolone.

§One patient: adriamycin, cyclophosphamide. One patient: epirubicin, cyclophosphamide, fluorouracil, dexamethasone.

§One patient: imatinib mesylate. One patient: carboplatin, paclitaxel, prednisolone. One patient: tacrolimus, etanercept, infliximab,

methotrexate, prednisolone.

t+One patient: cyclophosphamide, prednisolone. One patient: vincristine, doxorubicin, dexamethasone (for peripheral blood stem cell

transplantation).

ALT, alanine aminotransferase; CHOP, cyclophosphamide, doxorubicin, vincristine, prednisolone; F-A, acute type fulminant hepatitis;
F-SA, subacute type fulminant hepatitis; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LOHF, late-onset hepatic failure; LT,
liver transplantation; MALT, mucosa-associated lymphoid tissue lymphoma; NHL, non-Hodgkin's lymphoma; NS, not statistically

significant; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, prednisolone; SD, standard deviation.
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HBsAg negative patients with HBcAb
and/or HBsAb

The optimal screening and prophylactic strategy for pre-
vention of HBV reactivation in patients with resolved
infection remain unsettled. However, the most impor-
tant first step in avoiding the serious morbidity associ-
ated with HBV reactivation is to identify patients at risk
before the start of immunosuppressive therapy. In high
HBV endemic areas, all patients should be screened for
HBsAg. A highly sensitive assay is desirable to detect low
levels of HBsAg and escape mutants of HBV.*® In the
next step, if HBsAg is negative, patients should be
screened for HBcAb and HBsAb when they are receiving
chemotherapy regimens that are associated with a high
risk of reactivation. (e.g. intensive chemotherapy for
hematological malignancies and hematopoietic stem
cell transplantation [HSCT]). HBV reactivation during
chemotherapy has been reported in HBsAb positive
cases, HBcADb positive cases and cases positive only for
HBcAD regardless of HBV DNA status.?355657 In addi-
tion, while rare, there have been sporadic reports of
cases in which HBV reactivation was observed after
administration of rituximab in patients who were posi-
tive for HBsAb alone.3>*® For the third step, if patients
are HBcAb and/or HBsAb positive, they should be
screened for HBV DNA. This screening can clarify the
occult HBV infection.**%° Several reports have suggested
an association between a decrease in HBsAb and HBcAb
titers and risk of HBV reactivation, and monitoring
these antibodies may provide an index for HBV reacti-
vation.®"*? However, this approach is not applicable to
HBsAb negative and HBcAb positive patients. In addi-
tion, HBV reactivation has also been observed in
patients with high HBsAD titers.>* These may indicate
that predicting reactivation only by monitoring HBsAb
titers would be insufficient.

Using antiviral agents for patients with resolved infec-
tion in a prophylactic manner before the start of
chemotherapy is probably as efficacious as in HBsAg
positive carriers. However, there are issues such as
obscure indications and cost-effectiveness. Alternatively,
for patients with resolved infection, antiviral treatment
can be deferred until seroconversion of HBsAg or detec-
tion of HBV DNA.®- However, the appearance of HBV
DNA in serum precedes HBsAg appearance, and there
are cases of HBV reactivation without the appearance of
HBsAg.*® Therefore, periodic monitoring of HBV DNA
may predict HBV reactivation, and it is therefore advan-
tageous to combine these indices. Hui et al. reported
that the median time from the elevation of serum
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HBV DNA to hepatitis onset was 18.5 weeks (range
12-28 weeks).>> When monitoring for HBV reactivation,
it is essential to identify HBV reactivation at an early
stage. As previously shown in fulminant hepatitis cases,
the start of nucleoside analogs after the onset of hepa-
titis cannot prevent fatal hepatitis. Therefore, com-
mencement of nucleoside analogs at an early stage of
HBV reactivation is important.®*¢

The optimal duration of antiviral prophylaxis in
HBsAg negative patients receiving immunosuppressive
chemotherapy is not well understood. The intensity and
duration of immunosuppression, as well as a number of
host and viral factors, should be taken into consider-
ation. In a previous study, in patients Treceiving
rituximab plus steroid combination chemotherapy, dis-
continuation of lamivudine 4 weeks after completion of
chemotherapy was followed by HBV reactivation, which
occurred up to 6 months after treatment was with-
drawn.”’ In the other setting of allogenic HSCT, HBV
reactivation occurs later, in 40% at 2 years and 70% of
patients at 5 years post-transplantation.®!

GUIDELINES FOR PREVENTING
HBV REACTIVATION

N 2009, THE Intractable Hepatobiliary Disease Study

Group in Japan and the Study Group for the Stan-
dardization of Treatment of Viral Hepatitis Including
Cirrhosis developed guidelines for preventing HBV reac-
tivation.® These guidelines underwent minor revision in
2011, as shown in Figure 1.

The essential features of the guidelines are as follows.
All patients should be screened for HBsAg before the
start of chemotherapy. If HBsAg is positive, HBeAg,
hepatitis B e antibody (HBeAb) and HBV DNA should
be checked. Regardless of the patient’s HBeAg, HBeAb or
HBV DNA status, prophylactic therapy with entecavir
before initiation is recommended. If HBsAg is negative,
HBcAb and HBsAb testing should be performed. If
HBcADb and/or HBsAb is positive, HBV DNA should be
checked. When HBV DNA is detectable, antiviral pro-
phylaxis before initiation is recommended. When
HBV DNA is not detectable, HBV DNA and aspartate
aminotransferase/ALT levels should be monitored
monthly during and 12 months after completion of che-
motherapy. Nucleoside analogs should be adminis-
trated immediately when HBV DNA becomes positive
during this period. The timing of termination of nucleo-
side analog treatment will be determined in accordance
with the treatment for type B chronic hepatitis, if
HBsAg is positive. If HBcAb and/or HBsAb is positive,
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Figure 1 Guideline for preventing hepatitis B due to immunosuppressive therapy or chemotherapy (revised version). Reactivation
of HBV can occur not only in HBsAg positive patients, but also in a proportion of HBsAg negative patients during and after intensive
immunosuppressive therapy or chemotherapy of hematological malignancy. HBV reactivation deserves special attention because it
can cause flare-up of hepatitis resulting in fulminant hepatitis. Appropriate measures are also necessary in patients receiving
immunosuppressive therapy or chemotherapy for non-hematological malignancy in consideration of the risk of HBV reactivation.
Because of a lack of evidence, there is no guarantee that prophylactic administration of nucleoside analog in these guidelines can
prevent acute hepatic failure due to HBV reactivation. Notes: (a) HBV carriers and patients who have apparently recovered from
HBV infection receiving immunosuppressive therapy or cytotoxic chemotherapy are at a risk of HBV reactivation. All patients
should be screened for being HBV carriers by HBsAg. If results for HBsAg are negative, patients should be screened for evidence of
previous infection by HBcAb and HBsAb. Highly sensitive detection methods for HBsAg, HBcAb and HBsAb are desirable. (b)
HBsAg positive cases are subject to consultation with a hepatologist. Consultation with a hepatologist is desirable in all patients
subject to administration of nudeoside analogs. (c) Detection of HBV DNA is desirable in those patients who have previously
received immunosuppressive therapy or cytotoxic chemotherapy, and HBcAb and HBsADb are undermined before the start of the
therapy. (d) Detection by PCR or real-time PCR is recommended. The sensitive real-time PCR method is desirable. (e) Patients
receiving rituximab plus steroid combination therapy or hematopoietic stem cell transplantation are particularly at risk of HBV
reactivation and deserve careful attention. Although there is a lack of evidence regarding the risk of HBV reactivation in patients
receiving fludarabine, an intensive immunosuppressive agent, this still deserves careful attention in the future. (f) Prophylactic
nucleoside analogs should be started as soon as possible before the start of immunosuppressive therapy or chemotherapy. (g)
Nudeoside analogs should be administrated immediately when HBV DNA becomes positive during and after immunosuppressive
therapy or chemotherapy. (h) Entecavir is recommended as the nudleoside analog. HBV DNA is monitored monthly during
administration of nucleoside analogs. (i) Termination of nucleoside analog treatment is considered when the timing is as follows:
If HBsAg is positive at screening, the timing of termination of nucleoside analog treatment will be determined in accordance to the
treatment for type B chronic hepatitis. If HBcAb and/or HBsAb is positive at screening, nucleoside analog treatment will be
discontinued when: (1) nucleoside analogs are administered for 12 months after the completion of immunosuppressive therapy or
chemotherapy; (2) ALT levels are normal during the administration period, and (3) HBV DNA is negative during the administration
period. (j) Patients should be closely observed for 12 months after treatment with nucleoside analogs. The follow up is according
to the instruction method of each nucleoside analog. Nucleoside analogs should be re-administrated immediately when HBV DNA
becomes positive during the observation period. These guidelines were jointly developed by the Intractable Hepatobiliary Disease
Study Group in Japan and the Study Group for the Standardization of Treatment of Viral Hepatitis Including Cirrhosis in 2009. The
guidelines underwent minor revision in 2011. ALT, alanine aminotransferase; AST, aspartate aminotransferase; HBcAb, hepatitis B
core antibody; HBeAg, hepatitis B e antigen; HBeAb, hepatitis B e antibody; HBsAb, hepatitis B surface antibody; HBsAg, hepatitis
B surface antigen; HBV, hepatitis B virus; PCR, polymerase chain reaction.
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nucleoside analog treatment will be discontinued if
HBV DNA is negative and ALT levels are normal.
Patients are closely observed for 12 months after treat-
ment with nucleoside analogs.

Although reactivation of hepatitis B commonly occurs
in the setting of cancer chemotherapy, it may also follow
the use of immunomodulatory therapy for non-
malignant conditions, for example, infliximab therapy
for inflammatory bowel disease and therapy for rheuma-
tological diseases with corticosteroids, methotrexate,** 7
anti-tumor necrosis factor-o alone™” or in combination
with other therapies.””* However, for both HBsAg posi-
tive patients and HBsAg negative resolved infection
patients, the data are currently insufficient to provide
information on the incidence of HBV reactivation of
these agents. Consequently, careful attention is necessary
when using new immunosuppressive agents.
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7/:’3 7 DFE EEE
HHEI Ve BB e 0

ENLAK T2 372L72 56 D F 1k

BIERT 4

X L LALxS

WwDIE HTHE B k&

JE L R - fink B - B e

“ BFAEES R LB ANE ©227-8501 BIETHEFERES T 1-30

w2 B AT B AT

L hER

56 DB, BFELLEBREEIRICOE
Lz 25, RIB L ORI CTHEAK DS
227, 202 HRIC2GHBEIMEEL, 85
WEPSHBEAW I & 2EHsn, HimoER
Whzg2 L7, MBRREORRE, AST2,045

U/L, ALT1,8% U/L tEHEEBE LT v &=
7635 ug/dL EEHLEEETH oD, &
ELOBRSE W EHE L THEAER L 2o
7z.

ABERERE | BRI —REHTH 3 75,
number connection test 80 #, B 170 cm, &
E 69 kg, IR 37.4°C, MJF 128/76 mmHg, Bk
¥178/4, IREEHEELCEMmZ L, IRBRIEE - &
BV, BWEFRRCEE R L, BESFE IR
FHZERT 2 BRI L0, FoMmEE L.
VO EERE L L
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fEZTRL Tz,

=
o

IS
=
s

= ABRBREF-4F

WD 7 — 8 TRIEHRET PT ¥ 5% L&
BHZEEERL Tk, £, MREIERET
b FIFTURAT EF—¥H10,000U/L 282 25
EELDEBRPBHINT VAT
T F—¥2510,000 U/L 22 5 & 2 TRIELT
5. ZO7 =5 IZFHEEESRERCETL TY
LZEERLTWAS, FFMifoBESSRICET
TF—ATEREILVEYEHED ER LW &
%, 7272, FFPREBEOREL LTEEE Y LE
V/BEVLVECID/TH) BXEETHY, K
BEOE P TFOWBICEELTIELYL, 7%
=T OELEHLEETHS. BT L2,
ENEFAICBO T YESTDHEIZZETETH
B9, INIZTOBMEXRERY A 7 VERESIEE
WKL EEESNTOLAREEZR LTV, [KE
A 7 VEERE R EEFHEC & 2188 1X BUN Th
3., THLEREBD P TEOMRBICIERELT
IZLw,

A NVAT—H—WBEL T, BEFLY AV
Z (hepatitis B virus, HBV) Q&4 13 IgM

0301-2611/12/3%250/52/JCOPY
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 EEMRE

BBk 19,300 HRER 5.5
FRIERE 434 x10* Jul CTPLTIv 2.9 g/dL
~EZOEY 13.7 g/dL . BUN 25.2 mg/dL
~T RO Yy b 437 % SLTF 3.23 mg/dL
Mt 14,3x10% BEYILES 7.8 mg/dL
b EECULEL 5.1 mg/dL
- (D/T ) (0.65)
"~ AST 12,031 u/L
PT . ALT 8,497 /L
APTT 61.1 % . LDH 9,070 U/L
TA4TN S 298 mg/dL ALP 266 u/L
HPT 5.2 % »-GTP 406 u/L
AT-II L al)rIRF5—F | 196(168 | U/L
~470)
 #aLxFo—L |88 mg/dL
CRP 5.0 mg/dL
IgM-HA ff% 0.16(—) FLEZT 895.5 | ug/dL
HBs #1JE 1.1(+) . o :
HBs #iifF 58.7(+)
. HBe #iE 0.5(-)
©% HBe fiifk 99.3(+) CMV-IgG 36.2(+)
- HBc itk 99.4(+) - CMV-IgM 0.72(-)
. HBc #14& (X 200) 82.6(+) ' EB-VCA-IgG 80 f&
-+ lgM-HBc itk >100.0(+) EB-VCA-IgM <10 1%
| HBV-DNA 6.0 Log copy/mL  EBNA 2015
(T E A L PCR) HSV-IgG 26.6(+)
~_HBV genotype c - VZV-IgG 56.2(+)
" _HCV #itk 0.1(=) HTLV 1 3tk 0.1(=)
. HCV-DNA <1.2Llog U/mL(=) - - = .-
(Y751 LPCR)
. BEoFTHaR —-0.96 i
R e 7 2RI F L RIE 0.1(=)
L 415

<40 f&

, jj TS A

BRI Far FUTHRE 20 ki

C HIFACFUTRAMZ| 5.0 %8

HBc kG T ans Z L B8 THIETH

2, ES5WHBsTUEDHEICEE L TIEL W,
HBV &ML SREROBIEFAE T, #%25
FRIMBREFE K (reversed passive hemagglutina-
tion, RPHA)ZE TR LIE LI HBs TR N
AT B ZEBH s N T Wz, BENI(EEFER
% #ll 5 (chemiluminescence immunoassay,
CLIAETRETSH 5, HYUHELERE R
ERLRBEPTH S IH, BARICABRO
"HBV DNA 28 real time-PCR (polymerase chain
‘f-zeaction, RV X Z—¥EHEHKIL) T6.0log

- number connection test 80 #

copy/mL TH 5 Z EH3[EHL 72, HBs HUE &
HTL VA NVADPEREANI: EEZ 5 2 L EEF
ThH5.

ABRERETIE, BRI —RBEWHTREERET
% %73, number connection test #1735 & 80 #
EERL Wz, HEREIER-EEL TR
BTz o0, ALFEEIP IR TATHD TR
DHEBE L B,
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BIFERTA c A rE L id, bEIBW T
FEEEEE L THY L TWw S, R LIZwRE
2RREETHY, —F, SEFTEIRERNR
FERLTH S, AEFFE3SHETERIC L 55
BEErEzZONE, FIZIE, T FE—NICX
BIFEER, EETRAEF TR TR bH
EDEwHDTHH, ZHRFEEIFEETH
D, VINERKEIGEED REFNRFRAEERS
bOTHb, FIEADZALZTEZ > TS,
FEREFECTHEDT, BOKTIEFLLwIER
& ¢t 7% {, fulminant hepatic failure (FHF) &
WS FERG TREA TR S, bﬁlfﬁ%%%&w
&L UTEHERA & 8BRS & 13IZIXEERE
Lfﬁbnfﬁb,wﬁﬁ (%ﬁHF%Mx
5 TS D 2 KERTH 2 BEFEE & HilntEm
OHBFELI D EFEZ T LW,

2. EE®

= ,e

BEROK 1% HBIEF RT3 L vwbhT
w5, LT, bAEICBIT SENERFEDORRO
L% IXERFHETH 505, EHSDFEE» SV
TREREOREZ 74wzﬁ&%i%n%.ﬁﬁﬁ
ANADIETE HBV OEEREDLDEL, 0

WERz LT HBV DEMEEE L HBV ¥+ U7
SOFEPZZTICLASHOEETRD LS,
BUEHRDER IHZE I DFERIIEZYD, ¥4

WADESO D oEE IO THEERADE
R 6EZHEREWTREL NI EFE—ALT
b5, B, BENEFFRAOEREL L TECREER
ROBERRRT 2MENH D, BOREEFL
E—RCIRBERATH D, ZOERBETOREIZ
e ESZThs, L, BERELEX

BRECTAESEEO Z b D BIITEEL W,

3. =R

1) HILER
BIERF & O R A 2 FHllEsE L 2 &

EEREEREE I X 0 R OB CEERTFOET
BEEERT 5. FOko, MFOFE I, V, VI,
X, X HFOZHEZETB—BOEKRE TE
@ ons, BEEHHIZAS LEERFIEIEE
IR 5.

2) BHEE

b3 —DDFEREREIFEEEREDETICL S
EREETH L, WEORE - FHRIILTL M
BLws, BREERRI LIBRETT Tt
AVETRBI LTS &S REMERGT S
LI3TFERETCH B, BEREEOREREYME I VR
WRIE I N TRV, TREREED D 28
ELTT vESTOERER UL VITENEA TR
weND, EL, FYESTHEIEESPS S
ERFEFICEBEMEZTRTVL, TYEZTO
EREESEMIRZETH S, DEEEEDI IV
¥y ThDH, BETATHEERE ZER
BV 4 7 VEERELEE SN T BUN METL, 7
2T GATIEINVG L ENT 5,

3) #E
HEIFAEFAEO—BIRERTH 5. BRI
EEM RS N5 & 5 25EE EEECcBE,NE
BEL 72578, B iaRe L 5 S Cldm
Y LE OB 2 EBE W, BED
F—I TR BINT 25 2 TERRRA
i, EUVVEYOD/THTHS, D/TEHH0.6
LT IERRIINFETHY, —RERE
BT % number connection test ZfEfT L T#A %
DERSD 5.

4) BRe

ENEFA TCEEECED SNEEIHED—DH
BReTHS, EEOHETIE, BUEFED 40
~ROUDBBETLEEHT I LvubhTws, BFR
S OERDOFFIIHERENZ DD TH LD, WET
2 L AtRETESCER T 5. Wix AT
B B AT L TV 2 EE 5 O TR, 1686
TR I FT T BB R A LI FIEFEE L 2w,
-, BReRPRI UL S OBEKNLHEZEIZIN
BI7LV7F=>THS. BUN BIFIEDREY A
INVEEBEDMET LT3k, BRI LTH
Fod FRLAVWI LD DBLDTHEEREY
3.
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5) REE

BIERT4 TI1E, LIETX D REEE R &0 CAA]
WE R HREE LR T Z 8o Tz, Ly
L, @ NTHEEEE 2T T, F - &5F
g R +okETnE, BEAPNEEORED
BRER, MEZEEEREI TYWEIIWECRESR
nTwizny, BoFHEEOMENEETI VY
SUVDBESSRBENTWS, SV S VRN
DRBEROREZYETHY, REOEEKEH
W MKEEER TR T NIEREEATETH
%,

4. BEFRE

BIEFFR D LR AF I ER» SFEL
BREEEREZIDEVH HERANAONLD LI
o T &, 2T IIRENERERRE 2 0REIZD
WTIRNS,

1) —BETHRSN3ER
(1) HAV (hepatitis A virus, ABFFLE T A v

A)

A A B ROSEFERF 2212 72 2 ATREME 1L FEE
WG, EEOD 2 ABFREZEDS 5 0.01%
THdEnbNTWS, BIfELLEEEEEE
DEET & 5, BRIZEHE L TEBErEYHK
8 M & A 8¢ E (disseminated intravascular
coagulation, DIC) # &7 2% Z &% <, BEfE
BB THICELZT 2HbHESNh TS, Ly
L, =Bz ZBRT A VAHRBEZY, EHD
PICHFRERED[EE 3 2 ERIV% <, EARRIIZMm
Bt e FRE LI2BEBETH& L D 3.

(2) HBV Q&R

HBV R FCEERRORFAE L THEd—
b DOTHY, EREDD D BEDK 1%»E
FElET 3 LE26NT w53, HBV O &M%k
X, VA NWVAR—=0—0H» 5 1% IgM-HBc 31
HEEIC L VBT T 508, T TEFY VT
FIEEDOXFINE L W &35 3, BENA T
7 ANVAHERDBRL B B DT, MEFRBERICIE
HBsHIESEHETH 2 Z L b TR,

7 ANV APERE ISR Z 3 D TR AT
TR 21T, AL %3 D UInE R OER)
TEAREET 2, NEGAIO L 5 ICFFBROFEERER
A THHEI N T W2 —EOERNIE, FRH

WL CHFREAEZTT S Ldriew,

2) FmIsREERE

HBV &+ U 726 OEERIZ, ©BEZIZU
DELTHRBERIEBEORT V7 BEOBIEFLE D
FEZRRO—DOThH5, BBELELPEE B
% HBV ¥ ¥ V) 7 OEE{LOHEER, 5B ET
i CEFF % ¥ 4 1 R (hepatitis C virus,
HCV), DH&EFFK 7 A ) X (hepatitis D virus,
HDV) 7z B 7 4 W A DERGDSEENE { &
FEALDFER & 2o TW A HREEN D 5 28, bHE
TEMO T A VADERBREIZIZEALRL, Bl
FH 7  BEL T 2EFBL D ORBHTH S,
Fy )7 OBELD D 5 —D DK RIZ, &
BOEMHEED(LEEEEZH — VT Uizb &
T, HBV Q2GEZEIEMNE Z D BlfFE(L T2 7 —
AWMEIIDZETH D, FHTT2B3EREVANVA
HEIEL 2 T BRI RIS Z 5730,

BHEHIRZ S F v U 7 OBRMELDBEIZ T 1 v
AMEFEDFFSR T 2 DT, PLv A VA &Rl
HIEED LB B,

5. REOERE

BIERF R OWEE T gLk & ERRE I 5
Jond, MEE LERIZMEEATT & MR
MEWE VDL, FAE0 2 KERTH S H
MfER & EFREE 2 HET 5 72 O LERT R
SHEFRIETH 5. BIEHRORRICHT 216D
07 MEEEEEV T S LTI TRIEE & 4%
35,

1) miE#H{LEEDEREY
(1) mm#Esc#a(plasma exchange, PE)

MAE AT 40~60 AL OFEREHFE ML % A
). BEFFRABEBRCBY 2MBERBEDESE
3, BEHRIEERTZ2/HERTILTH
5, RZUEERTFOMR L W I ATIHOE
BRI WHER L 5 T3 ZDOREED,
BEERENROETEBERYH 5, iz, MR
BB THTT 2 L KRED Y = VR L BFEEN
MHAZASZ LD, DEI LYY AIE, @
DEEOMEHE, @7 = vBORBBIZEZ 5
overalkalization &, ZDERECETVEZT
DM O EEEDTTE, OBFEEEE LY
DEWER %5 &R Z ¢ 0T, LT MEERET%
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1.0500 mgX3 B

rUN 25.2 mg/dLj

a3

33

o

23

PE ol /
£ = .
H%\/-DNA YFNE 4*/1‘2\ PCR(sog copy/mL)
6

1.00
23 0.80
S~ S
oo (=
EE g4lm 060 3
58 g :
e 0.40 *
+ % 4 020
P2 '
0 0.00
1 7 14 21 26(H)

M AEFOBEEEEORS

.Nv77—@£ﬁ Efé&ﬁﬁ
L, 7T OREPETLTWED
DEEEHIRIMER, MEE

ZRW5B &
T, RIBMEIEIEMA,
T2EDT 2T — P NEEDERBHE LT L
%, M L2 LR THITT 3270121, ER
BENy 77 —DFERSE LBRIRE2ES 2 &

PEE Ly, BREBREETAETIECRENZY 15
LEAT 2., FHRIEES 500 mL OETHRT

DED, REDEMRELIE BT, IhEEIE
WL EVIMFOEERBRET 2D8Z DIBED

BADRA Y N ThHb, BT ABH-18 P(E
U7 SV AT 4 BNV)2HWT WS,

2) BERBBECOVWT

BIEITABE 2G5 5 2 COERE, i
aER T PR DL It eh b, T
PR ESERSER I T T 2 BE TR, MR g
ERHELTLEEEHG TERWL I EDBE L,
I NIEEY 2 FURIRE 2 1Th & ISR G E
PRITEREIZLAZSRVHSThHS, £TH
HiamE S B 1k T, PR o R 2 BEkR
L, HigE2BEEICHAPbES I EBEETH S,

6. BRBREEOHE (H)

BIERFR S £ L 22 HRD & 0 2 EREETH
5. BT — 5 ZERT 55 2 TERBLER C
L3, FESBRCBEEI W56 LIRS -
DFRFECEI NI G/ LTI, EREOH 2
EHEHPRRSZETHS, Eiz, NLIFRENC X
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DITRTDT =3 IFEM%EZIT 5., LizadoT,
JRRE L IR TR L T2 5 2 TT — 5 DR %
L2 TiEwnigiwn,
1) PALT iy, aLx5F0—Jb, QYT AFS5—4
TNT Iy, AvATu—), Y YIAT
5 — i3, BUHFEEIZBIT2FEREEEDE
BeLT—RIZAWSNTWS, —7F, BIFEFA
D& D RRUFEEDOHaMREEEDERE L LT
X, —Z PT D& 5 BERIAOTEANEHN LD
RBERKMT2EEZ6NTWS, UL, BIE
RBERMER TIIw - { D L IFMEE R
T3 27012, BIENFRAMEI L ZE 2D, —#
WWITBHFEEDEELEZ SN TWEINSD
WEDOEMET T 5. BEFRAEE CIZING
DEEZETIXZETRD LN, 5 DRE
faH, BUEMAHEAMEO X > 12w - <D LM
AR BN ET T 2B BT ET I 2N EWN D
L, $TEZOND2DRHEGERTHS, M
¥ AEMERCLELTERBEOESFRREES
L, 2 TRWVWHDEEEILICENE, DED,
BN ARG EOET L Cw b & &I, 4day
HERFIC LB R EER T OEED, EdiERFchE
DBNTILTIVRIAVATI—ARaY VIR
TR L TELRINS, MBIz LD 2
noOEFHBEHAESCHIES DY, 7T 3
VIFIMEREAETIC L DR 2 EdFEELT
REBEZERT 2LEND 5. MEEEENTZ
WL OBEBBEEHATTZIE20~30g D7 VT
Trikbng, £, InSIRFANEIERI
A THEEBEHEEH®Y - D TH 3,
2) PT
PTREI-FEV-EVI-EXHTOFEED
BHTHS, FEHOEAERFNEEZND 2D
12, TOEBEROHEGKELRIEL Tws L%
Zohsd, ZOEZHIF, BENFAEERD XS
R FHEEENE U Ea IS 4TI’
%, —F, BIEFAERER D & 5 1 FFHlbamg
EDAE— F3ERESE I EEROBEICER I
Y, BERTFOFREAIMELINL O, FE
EOETEWTLTETIELZY, LaL, »wo
TRAET DA 2 EABEIET T 2008 CH
3, PTOAREHL TWw3 LFEEDHETOR
ERPREELL, G300z 21039 T E

N IFEENETLCWE I b HBDT, It
BEIEZ S OTF—F ZRGRNCE T 2 LELH
%, PTIZMEEREEIZ L D EERTAEETDH 5.
PTER 20%EHBTH->Th, METHERTEE
WX 50%FIBIZEET 52 2 E8%wn, Larl,
FFrEANEZ 5 20 NI ITOENMET
5, FFHEREDNIZ & A BRI T3 X 5 fERIT
i, EHMBERBRE2IT>THEH I PTIX
10%HTEIC ULy oW I L9380, FFEAEN L
ZhE, FTRERTEE,SEETSD, &
I PT XEMET 2. —MRICEKEED EIE 11 fE=
REDEME L D b B, BERESEIEELZWVWI B
2 PT BSIEEALT 2 ER b REREI NS,

3) EYrEr

MEEVVE OEZSEFLOEIEIICA -
TERT 22 en% L, BEIHN T SERIE
g5 Z LB, EEDBET 2 —HLOEMERF
ERBEWT, MECYVE EIEERE L b cE
B5 5. Ly, HHEEBEORRT 2EH &5
BRENFHIC R L 256, Mg
BUOTCHEVNECYDEREFELETS. B
EUEEFLEEICKIEDE, 4kl LBy
VVE MED 5mg/dL 2B 2 Tl D/T k%
HELTAB I LTHD., ZOLLEBFEOHARE
PERLTWS, 72120, ZOHEPROWTHAEDR
EOHERERTHE T 2 I ZEENLETH B, #
OERIZREERZZTLLEVLVE Y (=EEE Y LV
ENIRAKIZEBT R 50TH Y, HBIZBIETA
eIz, BEYILVE VIMEMNBE L TW3ES
ZD/THREEOHEAR LI VE{HS. 2~3[E
MR & MREIEENT & 21T-> T, HBCET
AATHBRHEEECYULE VY R2BELT, F1HT
FORATOEDIEERVHL M IEN S, FHE
EMEITT B &, Jr & ZMEELERE21T> Tw
THREVNVE VX EFL, D/THIFETT 3,
4) BUN, ZL7F=y, MiEHATF—%

CDZFERERERECEZL L (Fbn b
73, BUN OfE I3 BIROBEMEED %% & FHFED
REREDLEL TS, £ NIBRBRT 3 /B
EENIEREEROD 2PERBENO T >
7 RRTEELRFCEE L CHET 2, 20
FREEZIETED 0B B Ic BT 2 KRBV 4 27
VTCITbNs, LEN-T, BIEFELETIRIOB
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, ©L2MmH o BUN RETFT
it IEReREMLTCY, MEZ VT
F= P 5omg/dL TBUN & 3mg/dL &3 &
CHERBIZEINS S, BUN VT Fovik
MEFE LEERETE B IET T 525, BUN 28 1~2
mg/dL T TR 7 YE=7MER2ET 525681
EEDREY A 7 VEE (=massive necrosis) 45
BETZHEEZ T, ZOHE, D/THD
0.2LFT, MEHADT—F iZRFHET VA
U—¥A%RL HCO,- DEAERELTw5, &
DEIRT—=F%ETLEH I THEEOHEL
&b,

V. RFEHNZ 1T 5
FRARAR AR D 25 H))

1. &EZF-mERERE

BIEA 2 QRN R e 2 81X, Bk s
B LKV T A VAHBRDBREZ 57z, NT v
AT I F—ELHEPLICEELTLZETHS,
FHEOBTEDS 2P I SRk wiebic, BEEE
FRERRED [EER 9, PT BHRERBZEL TEIZ
WIREETH o7z, ABEERFICIE BUN i 25.2 mg/

dL B o723, BEDOREYV A 7 VEEDFEIL -

ANERFO7 V=T OEREEE,LOHEINSE b
DD, MEEtE5HIET 2 & BUN 7 CE
ITFIZETULRE, 85—D2KERT—FI D5 H
, EUNEYOD/THTHS. D/TH MK

FUEEZET TS &, —~RIOKKET 2EEY

DVVEVRERENS D, D/THRETT 3.
AREFZER D/T RS TRYED, 0.2 2485
TLEo7, —BI20.2 285 7 o AR L #idy
BEEL W, MMECTYLVE VEIEHOMEELE
HBicbrhbod, LMY 3.

11

2. FRIANAT— I~ DA

o

AFEHNE, AR HBs FUEB T Tl
Bole, BEFAL TS CLIAYRTEMIT 2 2
X, EESORBRTHL W0XUTTHS, 20
EFIDEEIE HBs TUEBEETH 2 bbb
59, HBV DNA WS v 7 v VK T6.0 £ K
BIZ o8, BREEE EDHIKETLTY
7z. HBV ORMEREGI L 2 BUEF& DBE I,
—RZ T A NVAEREETEL» ST LI L
B,

B ,

AFEFNZE H CHHEEE BT 5 i b EREDE
FERFR T, BHEOMHMNERE RS, ez o>
A7 I F—ERBEICIEE/{ LTS, D/TEH®
PT OB S R EES W — A ZARREEICH
BEFICHELPICBEOMER 2 ED ZLESD
5.

X B
1) FLAER : Mg, BEESEE [E#HiBED
JfF - EEZE BB T 2 AR R | BERF
ROFEFTA ¥, SOEHE, pp25-33, 2010
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Al43 BT i3
WS18~1 A v -7z REEETOF 7 —

YREEE 3 FIGFREEOBRLR
Oz, R Bk
KB R b L e st

[E#y]5 9 7L ¥V +PEG-IFN/RBY 3 AR IC BV
THIFNIGBEIREELEZ ML, $RF0BFELE
RIGEHRETHHE SN TR\, 22T IFN BE%EICH
bHERZHEHL, 7u77—¥HE +PEG-IFN/RBV
SEIBFHEEOBRENR L BRI EELRE L

[ /1] PEG-TFN/RBV #4T 943 %1 (F% 58 8. M/F =566/
377, 1b/others=772/171) 3% & L. IFN BEMICEH
5 HCVEE, BEEEFLEEHEL P ET 5 LI RIG-

I/IPS-1 Rz Hub & LB EERRE L HOV @gEr

RTD-PCR XU western blot  FHWCTHH L7z, €527
n 77— EHER SFGHEEEETH 264 (5558
75 7V EVERE) 0BT IFN IS & & BB 2 et
L7

[B:#] PEG-IFN/RBV #1285\ C NVR 2 b 2 15T
DREE - 74 VARTIER, B rs8099917 non-
TT, RIG-1-ISG-15 B#EFERHARLVPHCV a 7LEET
B o7z, rs8099917 non-TT T RIG-I - ISG15 BIZF 1 E
FHELIPS-1 REREBE L T2, TT T NVR T
RIG-1- ISGI5 BfEZ T X ®HEH T, non-TT T FENVR
BITEINSBREFIREREHETH - 72, PEG-IFN/RBV
B5#1, 2, BB AR HCV B2 BTT 5 &,
HCV HEENZNEH05log, 09log, 17log Kifi% non-
TT LBCEEDR D - 7208 (RE 89%, HRE87%, PPV
70%, NPV 96%. ROC Hi# T H# 0.86-0.89), il 2
b B ) EBEORFIGELNRIIT IL28B SNP Ik L ik
F1O HCV BN L Y BE LT/ Non-TTIcBWwTH
IFN B2 % 7% L 72 SVR 1213 ITPA & £ F @ minor al-
lele & IPS-1 SHCV IZ & V) cleavage Sz & A5
LTwie. 7u77—¥HEH 3 FFREEICBIT S SVR
3 79% T, TTIREHSVR &% o7 —F, non-TT
T 50% #3E SVR & % 1), #BE D PEG-IFN/RBV EiEIC
LTI EEERLIERNTIZT5% 2SSVR oo
I L, IFN ARBITIZWTNOIESVR & ol 757
VU VERREERD S0 SVR 3% £, &5 HIZ T5HA %
V36A/A156T % EOMEEROHH % B 7=,

(R IFN S22 HOV I 758, IL28BSNP & & %
BT HAREL HCV AEEEIEEL Tvwh I L35
BIni. Tus 7 —EHER 3HOBEHEIC IFN BE
UAPEETHY, 79 7L ENVEREEOENRH S IFN
AGHTEMEERBE LR TV EDREE N
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53% suppl (1) (2012)

WS182 HAzuT4 4 ey —DsE
DERIZDWT
OF LFIH

WEFIARZ BE 5 R BetE L& AR

[E#] B3F Direct acting antiviral (DAA) OF 5 7 VE VRS
HENTH R RROBRICEALL. 4%55 D DAADE
EIEATEY, FREICHBOEZTORBORAIERT 2
LEZ2ONS F4707 404V E S —O Alisporivir
(AV) i, 74 VABIORF TR Y4 VABEICLERFE
WFDyru74) vEEHELTEY, ZORTHE— host
factor targeting drugl TH 5. F721F1FTRTD genotype % #
N LAoRESFEEICRI DI W LD Z0EAORHET
H5. SEIEERMTIT o 2BMAZ % & L7z Phase Ib DB
¥ BARNZ L L7z Phasel O#ER D, SHOZOEH DS
DHIOWTHRER1T). :

(7] Phase TIb study % 288 HIOEY C REF4 genotypel &3
1T, RF4 V57207 02al80ug (PeglFN) & Y
1} ~ (Rib) 1000-1200mg DE##HE (SOC) &, PeglFN+Rib+
Alv600mg (iZ Ld>D—EH 3 600mg —H 2 H, Z0%—A—E
600mg) D= Bt 48 38, SHHHF T RVR OEMIL 24810
BEEIE 2 E%T 5 response guide therapy (RGT) & ZEMEE
24 B O darm 125V} T primary endpoint % SVR & L CHiE %
o7z, Phasel Study i HA A & Caucasian 2 %8 & LT—8
600mg %5 ¥ 7213 400mg 5 CHRERBRE —BERE, K5HE
4:BREBO PK study 1T o7z, 7 PR ICEENWNA 2 558 %
BEZadd, BREBELERFEZHVTRELE.

[Hi#&] Phasellb study TIREBEOERIL 40 FHBEEL TN
AEIZ4E L D 62loglU/ml TIL28 @ CC allele iF SOC T 33%
EERDE o 3B 19-24% TH o7z, SVRIZ SOC T 55%.
SEUHAQABETT6%, RCTEHTE9%, =&MU BHT
53% TH o7z IL2BHFTT DEZEIZH W TIESOC D SYR 4
17% ThoA=HHH 48 BDOSVR A 73% Thotz. FES
¢ LTEREMN—BE® Als ® loading dose DB ICFEE 2 £
bEVWEYY VY VIESRR SN, 2BEURICEREEL
72, BBREICEIEZ D2 { » o 7. Phaselstudy TH 400
mg ¥ 721 600mg &5k —EE ® PK study THAATOMH
B O peak 1 i Caucasian D# L5 THo7. £7-4BEBD
PK study Ti AUC B & U Cmax & & 12 HA A T Caucasian
L0 50-70% BHThole. BENFRMFREOHERICHER
X kot RBEOMPRERZEEROWN 2EITR 7.
[#5%] Alisporivir (DEBIO-025) i genetic barrier 7%% <, pan-
genotypic ZfEH %R L—H—ENEETERTHS. EHIZPK
study & ) HRATRABORSG THRIE LD W REIR S
ni-.



FA—=Tr I vavs A3l

}S~223  AFRIIBITBEEL 7V 2 — VIR £
RN

S7LZRAN, B, EERERE, B
ZEFEMIEKRFILERE, BEREKRFEFIH

] EER 7V a— VRS (SAH : severe alco-
ic hepatitis) 1, ZEEH b FFBEXASHR &, FFHEEm
B, BEEAA, HLEHImE EOSHSEAE
HI)ZLEDEVWFBRARBZERTH S, FE, ME
% (PE) RERERB RS (GMA) 12 & 28&flas
EENTn5. '

By - k]S E, HABLSRRESRE, BHERER
0 i 5% 12 3 L T 2004-2000 4E 21 A B L 7= SAH
WTOT vir—befrw, HEREOFRRFR
REEOFREICOWTHRE L.

H] 14140 (B - %&/98 : 43, HDOEE 30%) D
HmEGIH, HEFNIE 0 # (B : &/62: 28) THLF
1638% THo7-. FLCHIT, HLEDM (EFE
P BT 49%), BRYE (BB 21% - FE T
6), BAEG (ZEFEH) 33% ; FET-HI 73%), DIC (4
=51 6% : FET-HI 39%) DA BN E A 5 7225, PE,

LT A NS, ENTHEAT L EERICEREE Do
= BEFEBIT GMA HfTHIA S WEmICH - 72 (p=
07). LH»L, ZhoOEREOHTTRE PE 28%,
MA 13%, A7 T4 Fi5 32%, B 19% & {2
. HIEkEL 10,000/ul BLET GMA SkifTH T, %
TR AHI531% (43/81) & A EITE D o 7275 GMA
SITEETIE 84.2% (16/19) & HIMEREL 10,000/l 5K
BD756% (31/41) LEREh o7

SEEIE B R, BiE, BAE, DIC 2 Lo&6
PFHICKEEELTEY, AHERRI T
TR ZENBEEEL BN 4HEORSR
ICH LT, PE, GMA, 2704 Fis, kD
AREOMATRIMES, EEEE A7 —LLBHRY
A FRERTBHELT, HiffEs LIF 2 LEND B
LEZSND. HIREEEICSE T GMA 245
THLMEMND Y, SHOE LR IRV LELE
Zbhb.

-1074-

OWS-224  BURERTJek BRI\ 36 1F % JF Ml R ik
BRIy ORI RIRES
OF-LAHY, SZEZ
RARZRD DREHLSRNR, €A PR SRR

=3
"

(B8] BUFFEBROBR R HBY, HCV OHFRYS H T HE
BT Y HATRETH 5%, —HEUERF R E R BIBI% 40%
EL2EDTWA. RERHTH 205812, BELEOFIEIE
N, FERBRE B AR S A7 { v, BHERF 2B E A B % B
RIREENIRE L, KEOEATHEANEET 22 L2 W&
L7z RELOMISZHLT A IZIRMEEO A h =X 0%
BT EBFBATH S, SHIE TN S OEFD IR IR
AT, FMBBEA H = X AR EET 57D mE LU
LB E VT4 b4 VllERTo 72
[FEINRIEE TERICERTHRERYTo 2, REAHES
Wi L7 BISERT 42 21 1 SERFREER 2505 361 CH 5.
BRIBES I L 723 i A aci & I s BEAT & 0FF L
P NTRFHBI 24T o 7o, IMBEACH I UG MAE 40 BA7% vy, 1
WU ENT X EHTHE 500ml/min & BRI EROBE1L 12-
I5L/B R, BHRROGE 4-5L/BEDAE — FTIEALL. %
RIS ABEE LTEAICAT A F2VABEL 20
HRET, SHIEEARTYHA 70 2R ¥ A OBFHAE
A V=720 vOB5RTok. ThHDEBERZSEDT
MR THEIC Lo 7 SFNIBIEM IR IR L. Sho 0k
BT ABRBOMmME, BLUO—BOEGTENOERICBITSY
A3 A4YDOVRVE BioPlex # v T ASBEDOH A b4 4
YERBERICIEL, IL-21 3 ELISA kit 2 W TlE L
[Bsg] 236109 b 8 BlIRIFHERE A B BT HiaEE B
MELT:. EOREBELLZ 21609 5 16 BIBERE L2 (B
B 2/2, WRMER 14/19). F 72 BUEILATIC BB A L 22
RO 2BIDAEF L BEYIVY VO peak 1 149(3, 5-32)
mg/dl T, BEHECUNVEV/RE)VE Y LOBRNMEE 056
(029-072) Thotz. 4 M4 v DRy — Y IZBERAES

BOFEF o ERTI, IS L OEFIERCIL-17, IL-

6, IL-21 DEMEEHEYMETH Y=V ERLE. EHIZKED
BEHZ IV AE L OMBEELICB 2 BMERERIT AL
—BOBREEDPEE ug EBREEXRET A LNTES.
INLOBE P ORERF RIS ETEAONTELL ) IIHA
AL VA= ADEEL, BESRHAMTE IL-17 #*&fET Th
17 RBELTBY, Thi7 OFELCERLTA b A4 v Th
HIL-21 BEUIL6 HBEMETH 7

[Rem] BRI 2 EARB B O HIi Th17 ROBEISEHTLE
LT, Fli 2 FREEICES L T AT REENRE SN,



%38 @ HABUFAEmEs

B HbAREEE T L 2 -0 EFER O 1 61
DARTHY, FBEHF46], FBIEICL2EFENIFIT
bol. BHRBOMBMREIT ALF BB Y VE VE
14.7+4.1 mg/dl, AST 1123.0+1210.0 U/L, ALT 8284 =
1036.4 U/L 1Z%f L, non-ALF BRI E )V E Y H 76+
70mg/dl, AST 691.3+6030 U/L, ALT 7283=6129
U/L & ALFETIHRY Y VY Vfl, AST, ALT E &
IEETH 72 (p<0.05). FED SEBERGET TOH
i3 ALF B 334+ 152 HIZx L, non-ALF B3 21.0=
262 H& ALF BECHEICIRERAE TOMMIEL-
72 (p<005).

2y b — 7 EARBOLE TIIEBERKE TOH
BRI 531379 HICH L, BAHK3B+E256 HER
FICE L7 (P<005). 72, LB ABERC PT 2940%
Kifi Cdp o 7 EBIOEIE B EART 21.1% 25 148% 12
BT LT, FHRITEART O 19 Bl 14 FIAER
SEIHTET, 1 BIFBIICCTERFE L0 L TEAR
1% 28 BIFR 23 BUSAEAE L, BHEIC X AR EL E Ry
PO —ZBEEICX Y 789% B 5 89.3% L MAEOYE
BEHNT.

v E=E

SUFRE & SEHENO ATH 2 BRREEOA T
ZHTAZEERETHY, PBIURoOKRE & RO
MBZWIPLETH L. BEEFEORY V-2 %
HT DL TRMICHREZHBL FRERETE LT
BEMEADH 5.

V
FErANARORUTFEECIECREERAES
BICBE, FUICHCHMRE, M2 T 6
LEEN% - FBEOZELX Y b7 — 7 OBENEE
ThH5.

6. BIRERT &R EARERFI DA%
FE Y, 5E EHEPY
(RBFIAZEREN EmbelE LB AR, AIZHK
Bkt EY)
| #E
BUER 40 ) BREAHEFAITNE T, FEARD
—HLRBRINTE) ZORRKOBHIIIFLOREH
BOW Lz dIl, BRZEREST LT REA
BL-EIZIZ T TR A M 2 LRV E
THEITLTWAZ WD L R bTHE. BER
B @ BIFE T 7613 BUHE T 2 S 2 2> LOHF (late onset
hepatic failure) DIHIE IS & L H3% <, FrETR

45 1 447

THAPBRIERT A ERIFILALELZ LT
Ev. WRHAE TG T 2720 N TR
2T, AL RHICHROBEREHGET A2 &5
ErEz 005, SHIIRADEERBZIRSET
Wiz7EL,

I A&

FEBYIE 1996 4F LAREREFI KSR AT R Be S A be L 728k
HAHO SR KEEL 6 61, BIEFLSER 94,
BUERFF M8 252 38 4, LOHFS BIDART 61 1TH 5.
BRAABI OB R EEAFD T A VAT — 7 —HEhT
HOHERE CEY O RBEIMEND DL L, BE
AR U 7235 A3 A sS i & MR B a2 &b
HMBEELZ 1T - 72 FFREBEE L CaiFiantsE
BIEDBDICATOL RV AEEETA 70 AR
V) U OGRS, TTEMAICE o TIES v 5y —Tx
Oy B OEERTo .

BUELOF M 5 EZDOFMAIHE - 72,

R

SUFREERL 6 laflra s, BEEFE
SMEENL 9 B S By S 7o, BUERFREE S MR
1% 38 Blrk 24 BIHEAr S 7z, LOHF iX 8 #e 3 2t
HayE iz, LOHF ©9) 5 3PIE N F—23H00 5§
B SEZRENTEEMNTH S, BEFAE
SRS 38 B 11 BIIBIEILZ FHI L CIRET B L,
11 B 9 FIDSEAB SN T W B, —HRIED SR IEE
ENBZ e —7AULEREL CREDH 9FD
I b INTZDIT4BITH 5.

v E=®

BUERF B AR BB — I F AR W & S B9,
B SBRITHBENAT 5 2 & TR ERIGR
PEL N BEICHFROER L BET 2 ik,
PR RORAT ST RE & 2 o 72, —ER O EMRI OERF T
YA Mo A Y ORI Z1T - T 575, BUERT 2
ZBWTIEYA P AA VA P—ADBEEL, WHITE
BT oTHH AL P4 VA M- AOEFLICITERRH
B Y, TRTCOENCETAINNf v —D—&
BAYA AL VIZEDEIAEYENT WY, H
A TR L B 31038 1 A B SaEisl sk
VLETHY, MOOBERENRIRD bID. BHHE
DAl 258 L WA — AR PP L T,
AR PR T TA 2 LW ET N5,

vV fEE

—BEICFHEAE N L SN EEFRKEABEGICE
WT b BEICEAREY BATE, NEHEETER
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46 448 FF b

IZHaE DI REL 2 B,

EHERIEFENER CIRIFRPEEME LIS L,
FEEDEZDIZO W, BlEZHTT 25681, —B
DIPIC i U BB R D IAT) S T L,

7. FETANIEDEFALORELE &SRB A—

BEEEEL V) RERAE

WEBIERD, R HEY, PR R,
/AR OBLY, FEL O EFY, AE HEY,
MeH EEY, # AR, &3 B,
THE EY?, Bl R
(BEHFFARFEFTHLBRAR, BEHREX
BERIRFTD)

(B2 CHNEE, 2UFTRE0ERIHILEIN,
SOHIBERRDOTA N4 VBRELZ EDD,
& DI EERE CIZBERFZICBAT S 2N E M
RICEBREINE T —ANE{hoTEZ ThOHOHE
SHMAEFAL2ICEFETA VAN, ThbbHEOR
ENE - BHNE - BRAHBAZ EVELETNED, R
RPHETERNT L DL, HENFEND & FHN
BOTEWEIRTWS., HERERFAAIH 0%
CIFBEORBEZMY 2704 FiR#c BRIFICRST
BIEBIAE A, FIEBMEICRE LA BT
THFHEAROEMPHERLET 5. S O2MWFRER AIH
13 B EHER R 196 M & v o 7o BB 2 B
3T, BRICEET Ay — 208, EBRECHER

53% 7% (2012)

RTHERE % S BERAHAE 0B IRETHS. 7=
T, INS0FET A VABBEIFRE(T V= -
shock liver iZfk<) Z—HENIC LT, RAPEEBRL -
FEF % BRI & T L, SHROBEELERT .

B8 &A1 2000 4E 20 & 2011 4R ITHRER L 7= A kBT
EHER] 58 Bl Hh &, FE A W AW EWIF AR
2HNCo & ZOMAER R, BW, WE BB,
SR & AT L7z,

BER] J 4 NV AESEF A 2O FIYERHI 48 %
T4 L, BHERFA 10 4, LOHF 2, FEEmERl
0HENIHRTH o7 2HZBETXCHEHAKT
Holz. ZOFCHFBAENIC AR RT C& 20 —
Alx 3BT, % {13 CT LBFEHE - B B 5 — 23]
BENT. RRASBHIE, ATH 25 B, EHME 36, K
KA 7 Hl & 7o 7208, REBBAICSBHT5Z L
KEOEFCTHETH > 7. BETE, AIH 2600
ANFASICN L CERERICEDL LT, A5 K3
AT A 7 0 AR ¥ E v 2o il e i
BEPIToTWA, TORKE, MEOFKEMD LI
FIRRZ (3 7% bEEF BRI ERZ BT ER
7oREBICHE, NEHIEE TG CTE 2EIE0 B2 o 72,

(SR IEY 4 W AR, WHEEN R R 7
BHICEL VI EHEN. UL, BEZWIIES
{CHZORBILBR R RIFERETHY, BEIHS
BYEIENIEIERE AT 2 & TG T & 5 Rl ASRIE
Shie.
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%38 1 HASWFAEbits

T & ERBEBITHOE IR LTz, $hb
b, BERBRBHEERIC X 5 M3 ¥ — O iF
BHELIEDY M) X MIB ZEEFEBEED
R CORD L HICER N F -2 H#T 550ED
BOLNT, 7272l KERE L TERRPRTOSEER
HL, Bhb PP —EEHOERITFHEEICITILEE
Zzbhiz.

V &

SIEMR SRR RETRSE I & 0 BIERT R B E IS 2
FEIFBAEATERIIM 5 L B o 7228, W 7512 HREESE
TEITEW.

4. BIERAB2EE D 5ELIRFHEBROEZ LT
BHEDIEEE o X7 LORES
HE HBY, #HEE FHRY, 5E EE?
(RN K BEDS R BeiH b2 N RLY, & AITHI
Bk b R”)

| #E

4 ISR AR E AT 11 Bl BIRERT ¢ % REBR L 72
A (7 BIAESF 4 BIFELD), O T EH M CHERES
BEME LT L E D BIEMABSERE, BHEOMESER
Thb. KEOBEHREHEHT 2 MEEEENIZLY
RO BRETHHBIETEEE o728, BT T
OMEMNES B IFEREDY A7 ITKEVWEEZOR
5. BIFEFF/BEMERO L 2RO BV
T, BREOBSZREO LELEBHEEHITT 572012
1, BAEOBY) 7 B & SR 0 7RI 2 TR
DYATLABUREFETDHLENDHS.

I A& (£-EEBRE)

SR L 7o 7AERIE B I —F TR L 2 BUERF
BAaBRO 3ERTH S GEBI 1 ; 56 & BYE genotype
C, %EB 2 30 F & genotype B, #ER 35 30 ¥
genotype C). NS DEFIT VTS HBV DR MK
BThY, BEHRS HUNICEREEICHRY YL 74
7 VARRED BEICEBE SN BUN OfEd BELT F K
Tl IheoERCH U THBREABRERS L D miE
25 b IR EANT % ML AA D7z MR LRk %
L7z, Sho SEFAICH L TIREELTA T F
NNVAEZDWRE, oy axR) ¥ oS %
FEB 2 123 L CAT» 72

n SR

3FIE S BUN DSRERI T ISR 5E8 BEIZYLT
FA T NVEREVPEESN TV, BICEF 1LIZ7 v F
=7 DD 900 ng/dl & ERICHE L, BEET %

49 : 451

EFTICI2HOMBEELELEL L. —FCER2
E 8B HTHEF3IL6 METERETIZZYTICS-
7 ER 1 TIEZEDS 10 B HIZIZEHEIC X AHigss
Ronsz. F7ER 2 3FICAHIED 2 <, AT
SO REEL CAGFBEERITT S 2 &Sk 28,
WERETRVEL, BBME 2o/ FEF 3 I3EH
ERORENTIRETAER T L 2 HIE
L7

v E=g
BFRETH S HOANTHHEBRERIC X ) B IEW
EX T odzdt, BN CIE2i3 s, By 2
DWW BHLEZONS. BHE~ORBDETELRED
BOLLENDAH. FEFIZBNEF£OBTHRTHESE
100% @7V — 73 FR X 2 HRILL, HEHR 2 RE
FLWERDEGITHE LN EFEL NS,

VA =+

BUERF B BRI RO EIS TH Y, B
PRI AR IC L = H IS B HE O I % 47
W, TRERLPICHFBEL BT I NETHDL. €0
7DDV A F LA PR ETILEND S.

5. HHEHERRIBHEHA KT 1 > OBEBEDRHEA

DIcH

WA X HH Ak
(I BB R 2 R B R W SR L BRI i )

(13 U 8121 2008 1 [EEVA M ORT - BERBICHET
BHIAERGRIE] X 0 ET SN FBER SRR T A
oA v OBRKOEMIE, Aa7 ¥ Ik ) ES
FERFORTCTFUEELHRTAILTHSL. IDORT
FRHE AL, FOF FRAESEDRTL X ORRFICS
WTHLEREETFHE LTORATHILEEZ LN, ¥
Tt EREBRETER SN 2004 4005 2000 EF T
OEERELICIC, ABRICFETE, TEEL LU
BRI R E & U CEIRE L7

[Hik & BB o213 2004 05 2009 SE £ CTHIRE
REFTEEREIC TER S NIEBIBIRER % 488 4
Bl g 514 5%, B & 236252, FHA :
FHS : LOHF 227 : 233 : 28, #§[H HBV 194 #, HAV
1461, ZoMy A v R 13460, AIH4AT B, Y 72
B, FEHBLOEOM 148 B, NEHAERF 135460, 1Rk
LT 240 B, FPRAEAETE 01 6, HRBHEET 2241) <
HbH. FIRWERERORAITY Y 7OFEREIZOW
THET AL, ARAERFI33 4, PIRHET 4149 &,
BHMALF 52 5, BRI 635 Thor. WEHEET
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A624 FF [

;ﬁPD/I 4_5 LRIz 1817 5 BEAF R RAEFIDEPRIGHRET

BEEAAED: - RIEHIEARE
Oy B—, #EE B, fill B

(B8] B 8 R Ut TRB L - BT 2EIC v THIK
BNCRET L e D CHRET 5, [HRKRUHE] 200450 5 8 I
RER L BT R EALPIO BEW R, RE, WERAE, HmE
WOWTRE Lz, [BRERUEE] MAOPRFRIIEIEI A, L
50, FERPUEZSS (0-81) B, AMREERY 1F, EUERF
LB, 20> 5 5 ANAEE, 6 FPEAEE, BERIFTe

(LOHF) 228 Th o7, BREE LTIREYMEM6H, 3% L%
SLUBRIFFL YT 4 VAP 4B BTSSR, NEZuR b =Y AN ]
B30, BRETEES 2 BITH o Tzo YLD REZIEY LTS AFL
s 2 B30, MEEE. BRFEEES 1HTOTH-
Jeo BEIFFR 7 4 VA APID S b, ARSI * vV 7RE 16,
de novolF 4 2 Bl TH - 7z, RHIEDBBERICAZE L, AZHHFR
E136.5 (1-29) HTH o, BWEAZL L CMEZRITIBACIE
T, BEEERREES (1-10) @Thol, AT94 FL
ZEERIX 9 B1(64%) 1o RetiEInikEiEsET (CHDE) 13 8 1 (57%)
WREfT & i, CHDFOISEEShRER12 (2-24) BETHo . #%
BT o S EEIIBEETA Y 4 VA A Bl0ERIcER s Nz, £
IR 4 ) (20%) wisfT & 1. B, BEIFFR 7 4 v A, BT
Syl FREREEDS LT D TH o T, Hdi 4 /1460, 29% TH o

-, A 3 ), BOEEES 1B THo Tz, EMEIFIDD B,
2 BIEEFAANE. 1 AR AEERTH - o, BIEFE-
LOHF4EHEEEEE (2009%) TREE L UTBEFFEY 1 VA
DALY LB L EYHEDSLTY% TH - To b8, Bkt TREWEDI43%
YELEhoTr, YUROMMGRILER TN L EEEHFDUR LI
LR 1285, EYEIZ50% L £EEHD5% L ) BIFTH-
7zo [HEEE]EE 8 FEREIC SR CHERR L e SRR R I EEW L6
fké%ﬁ; N% <. RARIIEYETII50% & BB R TH o

BERFTE BIRERF2¢

3 - TEE 2 N -1
BPD14-618 %%z%%fgvxﬁﬁ%m £ B
BRBAAER: - LRS- SEEERY

OH#F i, ma B, TR O

[EW] BETF£S X UBREFT2OEEHREE (2005~20094F)
B 5. BEEIEAS X UHBVEEELIC X 2 BIEFLFIOE
BBz DWW THRET L e,

[75]) 2005~20094F i B4 B & BREFT202EREC
EE A N-BEBEFAD S b, HETEREH 25716360 (SR
O, %+ V) 7D S DEMEFEESF. HBVENEME3TH) BxR
¥ L7. BEEEFAOERYE. HBVERELAOERER 18
BIC oW TR Lz,

(BiE] (1) HBVEEREAREE T BRI S L ERETT
L% L. FRLFRATH-72, £7-HBV-DNAEDEE CILE
ALTEME . BEVLVEVERSETT e bu sy VRE (%)
BEEL Tz, (2) HBVERSMALFIRTHIO > &, HBsHEREE
¥ U7 5 OBEEELIR20FT, 1784de novo BEFRTH-
= de novo BEFFAGIIIEE TLAFEAME % /2 ILBERERT
& ThHotr, HBSHEBRMSEFD55%. de nove BEIFFRBIDIL%M
MEESEE T R F ) Y NEEZIEMALTY vREBIXFN
2R50%. T6% % DT Wiz, MFEEEELNA IR, HBsHES
M CEREL%. BER10%. B 7~ 720%TH V. denove
BEFFAFCIIERES 1 flA shiz, BERERICHTSEEEL
TR Y F v TREAEEESHBSHER MM D45%. de nove
BEIFFAFIDT6 R W HEITEN T Wi, 2O, AT A F. 72
¥4 7Y rROEEER.AY FrEe— R EDOREHTHBY
BIEHEALSTED 517z,

[&38] VY F v~ THEEERDAOFREE - LBERETD
HBVEER L 2 BIEFEBASA SN BV o ELST
OMmEEEEE. ERES L VBERERIC B 2 HBVEEELD
EREEESHIT HLERSEZ s,

HBVHEEE( BIRERT ¢

53% suppl. (2) (2012)

FFPD14-71g Brstfromiss
FIAKEY: - EHIVRIEY, FHAL IEREER Y S — H¥R
B
Ot 9, BE BE—, WEE K

(B8] BEAMFA I 3EERS. vV 7AMEE, denovolf
Kl VR IRERSEEI ., BRACBLTIBEAMOERD.
IR ERT S O RFEROENSTIIR TS 5, SE. RL
RAFEIC B 2 ERENERERS L. EROBERROVWTER
Lize [5:] 20002 520094 & Tl SR TRER L 7 BEIREM 4
B (R L ABE. o) 7AMEER C CEH BRHRELT
B 51T 72, HBsFEBME,»DIgM-HB ¢ EHEGEN 2 2%
Bk L e L. BN 6 - BEHB s HEBED L < 3HBsHEE
o HB © HiRE . IgM-HB c HiREI ST £ 72 3.
R E e ) 7RMEEE L ER U, (] HREFIZ50H (A
o7, CEE23W) TIEEFE226. EELG. BUELTHITH D . 128158
Uiz, FE» S AE TOBMIBI9E0H THo7zo ABEROD
BEREIZALT 259143348 TU/L, T-Bil 9.6=7.7mg/dl, PT
49+432% <. HBV-DNAZA7H T . IgM-HBcHii&13 3381 TR %
THotre T4 VAEZA2EITRE SR LMV, ETV 641,
LMV-+ADV 28 19BITA T a4 Fi2 X % ENREESThh,
7o ABE X CEOIE TR SV TEEE., BURCKTFNE
BEERTD oM, ABRBVLTRED > Ak COYREBE
FiEe (P=0.01). ALTESEECEETH -7z (P <0.01),
¥ 7-CEz B THBV-DNAZS 6 log copyBh b & % 2 HIMEE
Sdpoe (D =0.02), [H3H]BHSMIAOBEEICE LT,
EOHB s HFE. HB ¢ HiAM. IgM-HB ¢ fiffiwin 2 THBV
-DNAEDSERO— & s 2 AREESRES iz, Fv ) 7RAME
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