BURAEOME LBkt

RETHIEITPE LD, EROBWIEIEL 0L
HE ST 57280, [40% LT W LIZ INR 2815
PEJEfrETAI LI 2B, INRALIS U ED
SEFNIGAFERE L BE L 2 WEM L L &IN5 &
HESNL, o7, ABFALIE (SR &
[EHER 8L, BTk BUERT 25 & FHRICW
SEAER D & Bl 11 BE DL B O WP IEINAE % 38RES 5 F
TOMMA 10 UKo (29T & 11 B LB 56 B L
Ao THESER] TR T2 8 L L.

SRR 2O REIZE LT, acute-on-chronic (27
BIT LT NI VERZIIENT S 2 L 2 ERIcE
L7z F70, BRI HmME LTEDLI LI
oo, WRIGEED R WEM L BMFARL O &
LTS S EliZholz. BB, HATT 2 EBETEERD
AT BIERNE 7V o — VIR 28 & R 2SR S
PHBRATEONERERATHL. L, BETIEEN
MR B R CAERIERICER T AREOIESEY A
TAHREGDEML THBE I 25, [N R & &
ZAONANFCIFBMENELLZ & #EAMHFAREDS
R U7z, Zofo, BIFERESL &oREITFRE
WD SN BEFITE, BATTAHIREIER L Tw
TIHHEEDRT2ZD SN R WIRY, BMWFREH S
ALz oLz, 8512, BOmEMRER T
FATT A B HEITFREOF ELREOL &S Wiz,
FBEE % FIE S 2 O FFHERE DTS & 2 Cla vl
alid, BERRE, OB T 2 LBz w2 kB
L7,

70, BHEFROBBEREA L LT3, #3EREE
7 5 BRI 1T BE DL b o) B INEE % F5AE 5 % 3 oM A
8~24 ADFEFI A LOHF & LTS 2 & AiERIcae®
L7z, LOHF OB WML, Ttk B IF% o3 ik
BT AFEREIFIE-FLTWEHF, Jatrtar
VIFRICE LT 40% DT & E LICTINR 2515 Wk %
BEREL 7. 48, LOHF (EREICE LT, &R
ek ERICFEG2 DR VENL D TBNT5 =
b, B, BHENTREIC [HEER]) oRllz
B L7272, BMENROZKRILE CIIRIRE L L
TR A TWi- 2SR EERICE Y 2 il s
Bl 7=

VUL EO2WIFAREIC BT 23 REDORE IS T,
A D4 Table 30 & ) ICEE L7z BIICES LT
DUEFELE ) B 7280, Table 4 OF I TEk D BI5E
ST 2N & TRMIFARE s LT
Dollil] #HE LTS, 2ok, ERHNEBHT

63 : 397

BBV AERIZEL T, 4% T-F s s
N—=TTHMERET BFETH S,
5 #& B

EAENZ BT 5 BHF A2 OBMELE 2 H 72 1ERK
L7z &tk BMEBEICEL THY 5 BRI 218 %
HET AL EDIT, FBlrfE R TR
NTHAEBIZ B, ZoREOERY BFMT L FET
H5.

X
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Liver Diseases Study Group of Japan. Fulminant
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management of acute liver failure. Hepatology
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3) BUERFROBWI M AR BIE%: 8
12 ERILT Ry o, RS, R, 1982,
pl10—230

4) ¥H O REEDE. 4 H o7 —<[BEHERF% LOHF
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TRIEHIE], #EH &, I . RETL, ERN

A4 (LOHF : late onset hepatic failure) M4
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BISRES B AT IR S AL 20 4 EERE . 2000,
pl6—I18

7y FEOR, P, ARET, o v—Fr s
V=71 WS E, ORYERF OB Wikl © 7
O b1 IR O SBE B HRET, QBIRERT %,
BUHERAEOBEOWE, OFBHEIE T4 K4
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10

11

R

—

Bt i

JE 5 R B9 % SR AT SRR )5 R 22 E s
2011, p91—94

FEEAC, e B BBEFRR OB AL
(LOHF : late onset hepatic failure) @ 4 [# 4 &+
(2004 4F). EASr@E R4 (Hiak
R BTURIZE ) [HATEONT - IBEREICET 5
RARTZERE ) TR 17 FEEIRE T 2006, pbl—69
W, e B O EE . BEFERY
SEEEMEIF AR 4 (LOHF ! late onset hepatic failure)
D AEEET (2005 7). A HE R
& (R BT AR Se S 38) [ MG M O BY - PR R
BT 5 AR 18 FEHEE. 2007,
p90—100

AT, M B, RN . BIERART
EEMIFAR 4 (LOHF ! late onset hepatic failure)
OEEHEET (2006 ). ELEFEHE RIS wB)

52 %675 (2011)

12)

13)

G (BRI B ST IR TSR3 38) THER R O T - R
BACBEY 5 AR RHE TR 19 fE RS 2008,
p83—94

FEEAS, e B, PR M BUEFAR Y
I A4 (LOHF : late onset hepatic failure)
DEEEET (2007 ). T2 A4S 018 B 20T 5 W Bh
& (R T B BRI SE 33 [ A TE O B - PR
SBUCBES B BATITSRIE 1T B 20 R BERRE . 2009,
p83—93

R, e B, S, M BEFERD
EFEVEIFA 2 (LOHF : late onset hepatic failure)
D FEHEEF(2008 4F). 1B A F A SRR 1 B
& (AT BRI [ E O I - PR
SBICRAS B AT EIE IS AL 21 42 R . 2010,
p95—106
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<EHIFE>

ZHMELER 2 RO7-BHY v EEH B BEBERFZICH L
7/ 7 A ENHER LI

#E ME ER OXP? BE B HE B R fRE
BEAES  HTHRE BEA 4%’ BR RS HP FAY

BE EMIEBRBE BBFRAEEEES v 7OERESRICESE) L EEREL, 2001
F£LY53 7Y (LVD) 5B SN/ 2005 421 breakthrough hepatitis #5#EL, 7
77+ ¥V (ADV) EMEEAMREICBT L. 2007 iz Y FH ¥ (ETV) BERER~E
WA N7, 2008 48, 2 B H @ breakthrough hepatitis & EigY P NBOFR*Zd, BELVD+
ADV $FRSHEICER L. LA L, ALT LR EV AV ARBEISRR LD, ERED
FEREns-. L80I, LISOM, AI8IT, TI841, M204l/V 0ERZRERL, SHIFHEES & T
L. GREZERASRBEOL L, 7/ 7+ ¥V (TDF) +LVD BAREZ KL, 74 VARD
BT LRFEOEBMFE LN, ST HERY Y HICH LT, {ERERICBHEFEX~Y
TTCHAHERPLAEEHBHELHET L. BHEFF—HROBFERICL 5 4 WV AMEZE
BLAY, BIERICEDBELL. 48, SHAREERK 22 FF—BROFEKRTA NV
AL, TDF $ER) LEMEZERLI:-0OMET 5.
RE|FEE: F/7+E0 SHIWEER  breakthrough hepatitis
BRBHFE FEEHBH

53%1% 35-41 (2012) 35:

BLBIC
= S5 A BTN o 2= SERR, 23 4EBE) B T 4644
A4 FF4 sk hid, 35 BRifiid drug free 2 B8
FIFN 2l & Uitk ikl L, 35 RELETIZHBY
DNA o#&akaitdbs L UF ALT fEnRRIER{tE B

B LAHRT 7o /7 SH ORGP EFR L o T

3. 86|, HBe MDA HEE HBVDNA iz b,
e L AR OMAME 2 R LT 5. bAET
B R ERIC R ShTwa R T - o 735,
2000 £ BH L 729 3 7 ¥ ¥ (lamivudine : LVD)Y?,
2004 EED 7 77 + ¥ )V (adefovir dipivoxil : ADV)¥,

1) BHBWIIAERERELTFAHBBERS

2) REHBHE AR RRRHLSENE

3) BEBHIAEALRESTRMIN - fftrsise

4) BAEHEBRWALRFEAZREESDRBHEHLSE - RBAE
2

*Corresponding author: ytanaka@med.nagoya-cu.ac.jp

<Z{TH20114E8 A22H ><iRIRH20114E117288 >

2006 4E 12T 5 1 ¥V (entecavir ; ETV) 93T
BTha. BHE HMR7FIusRERMATHE1ER
T ETV 2R & h, S E0OMEERBIIISHF L
FHMENDEH, ZNETOLVD EAFR LVD BHEZE
RUFICH 35 ADV AL L B, 81, &
o FEERT 7 o 7S oERE ORI,
SHBEY A VAOHBNEE IS,

P& ik, B HFRE A6 LABEY ¥ loBaEE
B, FRREELERY R E0ESEZEL. B
L BEF£IANVR (HBV) 37 bu—nglEL T
BERAEERLUL. Y4V AREORER, LVD,
ADV,ETV OW§Fh oA bEEE2d LS HEE
#1Z & B breakthrough hepatitis BTH) T o 7=/,
5 7 7 # ¥ ¥ (tenofovir disoproxil fumarate ; TDF) %
Fv e rescue FHEE T L 7. SHIFHE IBV IS L
C TDF #2BY L, BHEREY > EiodT 22581t
EREBIUHBV ¥ Y72 V- LT 2REEHE
HPESIIHITTEL 1 28R L0 G HBY DNA
WARR OBITLIME THRET 5.
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36:36 ¥ B 53%1% (2012
Table 1 Laboratory data on admission
<CBC> <Blood chemistry> <Virus markers>
WBC 3580 /i TP 6.8 g/dl HBsAg 14000 CO1
Neut 59 % Alb 42 g/dl (CLIA)
Ly 31% T-Bil 05 mg/dl HBsAb 05 mIU/m!
Mo 10 % D-Bil 02 mg/dl HBeAg 256 COI
Eo 1% AST 82 IU/L HBeAb 01 %
Ba 0% ALT 122 IU/L HBcAb 100 %
RBC 441 %108 LDH 187 IU/L HBV-DNA 6.5 log copies/ml!
Hb 150 g/dl ALP 230 IU/L (RTD-PCR)
Het 431 % vGTP 49 TU/L HBV Genotype C
Plt 20.3x 104 /i1 Ch-E 165 IU/L (RFLP)
BUN 14 mg/dl HBV precore Wild type
<Coagulation> Creat 0.7 mg/di (PCR-ELMA)
PT 83.7 % AMY 50 1U/L HBV core promoter Mutant type
PT-INR 111 INR T-Cho 154 mg/d! (PCR-ELMA)
APTT 911 % TG 69 mg/dl HCV Ab 3rd (-)
Na 143 mEq/L
K 3.7 mEq/L <Immunology>
CL 105 mEq/L IgG 1026 mg/d!
CRP 0.04 mg/dl IgA 256 mg/dl
IgM 120 mg/dl
$£9 HizLVD+ADV D5 ETV05meg/HD
F M BB S T i E X7, 2008465 AIC 2@ H® BTH
BE 338 B i, SHICH6BICIZAMEY FAEHEKIEES

R : 20 BARIC B BB R (REREF YV T)
LBWah, ARSI Tw. 2000 EICEEY ¥
JSHERR % & o P4 ICEME Y VoS (B MY v o5iR)
stage IV (fiis%2E & L C LR E MRBIREH D) LB
B &hi-. HBV &8r% R L TIBBELHTET,
A oo B140 B a1 ISR~ O B BT RS (BT 288
Gy) #5BiR&n/. Z0O#, 20014 1 A LDH OF
ER%#B, KRB 1@ o0BERICLYTE
AT R B A Y 2 (diffuse large B-cell lym-
phoma : DLBCL) L #Hf &7z, B ZUBMEIF I3
BHETH o705, 2001 £ 2 B2 5 LVD 100 mg/H %5
BLRIc, bR (CHO ##:) RUTHSREME:
MR % H547 L, DLBCL I3 SRMRRERR & 22 o 7o, DARR
{ LVD % $E8IRA LTV 7zA%, 2005 4E 4 B IC break-
through hepatitis (BTH) % 58 L (Z 0L CoORH:
7 4 v ARRIEIIRIETT), LVD B 5 o F $i2 ADV
10 mg/H %8 L 7=. LVD+ ADV BRRIREEIC & U iR
BEEsieL, B 4 nzary bo—-EBTWE
2 HEBMT - o 7§ Th B ETV OZHIC v, 2007

MR RERHIL, R84 HBV I Y bu—- v L BS
DLBCL 2439 ~— VR BN LR L ko
7= '

BRERE : 22/ : 75/ 4 FIHE.

GRURHE © §F : B RUBHEF 4, % : B BB 5 (BRIE
EEX Y 7).

EEEHE L, BE L.

ABRSEAE : B 170 cm, HE 69 ke, ME 111/64
mmHg, TRiA8l/4, WiRiM, MERREICANDEL,
RIREBICEEL L, EHBLED> SERICHITTH
5x3cm D—HL & o F-HRERL ) 2 i % AL B
IR AR LSS (72 LRTR %S CrEm m i i
Bdb), OF - PRFER, BT K EHEL,
ey, TISEREL.

FeReRHRTERT R (Table 1) © (2008.6.23 TR ; LVD+
ADV $:FIFEERD) M#MREIC T AST82IU/L, ALT
122 1U/L, T-Bil L8 % <, PT920% & FFiitkidf
HE R Twvi. CLIA 2 & % HBs $i/it 14000 COL HBe
HiR 4, HBV DNA 65 log copies/ml &1 1 VR
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7/ 7+ ¥ VHRY) Lf:%ﬁ‘lmﬁ BEFL

37:37

D

LVD 100 mg/day

ADV

TDF 300 mg/day

ALT
{iu/)
250

T

200

150

5

100

9000000092828

B

L]
1900040,
Sosseay

50

°

.‘. W
b, O o
wd i

Beocod

HSCT (HBV carrier donor)

HBV DNA
{log copies/mL)
17

wodiees ALT 1
=@~ HBV DNA

o9,
!
138

Lo op oo o e s D70 o o o ope Board

0 1, 2 1
2008.2 2008.8 2009.2 2009.8

2010.2 2010.8 20113

Fig. 1 HBYV viral load dynamics (black diamond shapes) and course of ALT (black
triangles) during different treatment (ETV: entecavir; LVD: lamivudine; ADV: ad-
efovir; TDF: tenofovir). HSCT: Hematopoietic stem cell transplantation. Hollow ar-
rows indicate sampling times for HBV polymerase gene sequence analysis (see

also Fig. 2)

Table 2 Sequence mutations of prior TDF/LVD treatment regimens

rt A domain rt B domain

rt C domain  rt D domain rt E domain

L80 1169 V173 L1180 Al31 Tig4

Al94  S202 M204 N236 M250

LVD I L M
ADF
ETV

TDF

vv

G/C wv

Gray areas indicated the existences of the mutations in this case.

RO KEED7:. HBV precore (ntl896)/core pro-
moter{(nt1762/1764) & Wild/Mutant type T Y, Geno-
type i C CH 7.

FRBER (Fig. 1) &R & ) ETVRERHBBIC
X% BTH 258\, ETV Bl 5.4 5HE LVD 100mg/
H+ADV 10 mg/H O$t MBI EE L. LVD Bk
PRICETV 26 L7284, BEICETV Btk B
FB2L, CRETESHEAELET B LD
&, HBV DNA o#iiaER# (RT) HRO7 I /B
e BEDMES &M L7 HBV DNA # PCR

I THIE L 7=#:, INNO-LiPA HBV DR (ver 2 plus
ver 3) & direct sequence B L U7 B—= ¥ FEIZT
YA NWAERBREL (Table2). LVDWHERT
25 1801, L180M, M204L/V #FH L, &6 ADV
BERTHB AI8IT & ETV HHEERCTH S L180M,
TI84I, M204L/V AFEE L. &8, 7u—=r 7 0O%
£, RT #8 domain B & C @ major 7 u— Y &Hiz
L180M+ Al181T +M204I T&H Y, minor 7 u—r & L
T L180M + T1841+M204V 2l S/, Bk &b,
ZFIEE: HBV #RIZ X 5 BTH LBl s iz,
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38:38 FF B 53%1% (2012)
Amino acid No. 71 80 84 120
AB246345 NLLSSNLSWLSLDVSAAFYHIPLHPAAMPHLLVGSSGLPRYVARLSSTSR
(1)2008/08 —==mem———— T Mo e o e e e e
(2)2009/02 —om e e e e e e e e e e e
Amino acid No. 121 170
AB246345 NINYQHGTMODLHDSCSRNLYVSLLLLYKTFGRKLHLYSHPIILGFRKIP
(1)2008/08 oo o o e e e e e e e e e e e
(2)2008/02  mo e e e e e e e e e
' 180 184

Amino acid No. 171 181 191 204 220
AB246345 MGVGLSPFLLAQFTSAICSVVRRAFPHCLAFSYMDDVVLGAKSVQHLESL
(1)2008/08  ~————=—=- MT—= L= I-mermmmm P
(2)2009/02 @ oo e e e e e e e e e e e e e e

Amino acid No. 221 237 256 260

AB246345 FTSITNFLLSLGIHLNPNKTKRWGYSLNFMGYVIGCWGTL

(1)2008/08  ————mme———————— T m S=—=-

{2)2009/02  memme e e e e e e e S

W: 1/V mixed type

Fig. 2 Amino acid sequences alignment of HBV reverse transcriptase region at different times.
The reference sequences indicate the amino acid sequences of HBV genotype C clone at Gen-
Bank accession number AB246345. The analyzed points are (1) at commencement of TDF/LVD
(2008. 08) and (2) at 1 weeks after HSCT (2009. 02).

LVD+ADV $ERIFRE:0% 7 8RS ALT i 1961U/
L L% 4R L, $7- HBV DNA X 54 log copies/m!
t llog BEDBRAICE T o Tz, —75, BEIF&IC
sid 5 Gt b IR E R OWE £ B v
&, F% DLBCL (o33 % W) R gt A de {22l
ABDERARCHolz. LiodoT, HRGEER
&EBOLE, 8A12B LY ADV IZZEX T TDF 300

mg/H 05 % F#G L7z, TDF + LVD BFAREORE
#H3 @k HBY DNA ROET L iFRigomE s

b, DLBCL 1233 3 9 VX — UilE Tdh 5 LR
(R-DeVIC % 3 o —R) LRk (RRRE
82 LT LR, £HEW, EHib~, total 24 Gy M
) 2T IAZENTEL. ERDEL,

F /- ERO HLA #—B L Twizkd, 5l a Mg
B84 (allogeneic hematopoietic stem cell transplanta-
tion : alloHSCT) Al &, LaL, RARTHS
B i HBV EBERES vV 7 TH Y, S IR
HBV DNA fitii 88log copies/m! LLE & F{HERL TV
2. B FF—2LTRAIANVAFERICL SV A
NWAROET #ER LAY, FF— AP 58500

OBPRETEWERT 7 a0 ZERICHS AREARB 6N
Lot LidoT, Fr—mi HBV ICHEMREE
BNV LEREBELARI, VI AARBEOE
2009 4 2 A i< allo-HSCT AT iz, HSCT HifF#ic
My 4 VARO LR L FERO LR BaHzh HBY
DNA HIEFFIRN & 0 {WL Y ¥y P TROEH]
WEZER I MRE &Y, FF—ko HBV BAERKIC
X A EBENRE L E 2 bhi: (Fig 2). HBV B4#%
THNiF TDF +LVD SRS+ 5cREFmT5 L
#z, TDF+LVD BrAsftEdsiim s iz, 20k, M
i 4 W ARIETAPHICET L, IEBTH 0B#R%
(BEE CHBL, BLICHSCT#24%E6 W ARKRT
DLBCL 352 &M EMIEL TV 5.

£ B
TR 23 EEODFEDH A ¥ T4 ¥ Tid, WEER
#i~® ETV #5, & & U°LVD #541C) HBV DNA
BERBOWEILETV O FAIHRSN TV 5.
L#L, ETV 1Y # X 6USidtiEo LVD @ik> 1 v
ARHTHESSFE L, KRS L 5 ETV Gtk
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77 7 + AT L - SRl B BT 4

BoMRERBEETCE 2. £, LVD BHESICHT
% ADV $HRSBEDTY 4 M AKRIGERBIFCH 275,
—ERDIEFITIXBRFDIRFEL, {5 MBoOEMEIC
XD LEBI LN SHHEEROHUIAN TSNS,

H4 K54 72k, LVD, ADV, ETV owsho
SN D W ARSI L 2235613, ETV+ ADV §RH#%
BBV TDF ZHRL TS, LI Leds, bt

Bl T3 TDF & B B{BHRFIICHS 2 RBBT %L,

TDF ‘@Fﬂiﬁwo)%ﬁﬁ‘i L\wiz®, BRE Tk TDF
DEXHECBET 2 — R % RERE v,

TDF i3 ADV LB LBEZAHL, B nl
LVD ERERICHNT 5 in vitro TOHT 4 W AERIIFR
BL3NTWw3Y —%, TDF i ADV ICH8 L T
FOREFEIMEL, ADV 0 30 FROBEFTET
HHO ENILHT A NARRERET S LAWFE
NTwa, 26k, ADV S & o R ERBERIC X
2 BARAUCI, TDF Bigh 48 88512 & 5 HBe HiR
Bitp) - HBe HUEBMERNC 517 5 HBV DNA BfE{bsE
1276%, 93% TH 1, ADV MEREORSIE AR
LEEAZ D THo7. F, TDF BESHICOWT
X3 EFORFRE-TO% LH|EFEINTWET,

8 LICiEsd 6, LVD & ADV OTHEFEE 4 »
AWH$ 2 TDF & Avizid@dv{ ol & htn
5. Choe 6 1%, LVD+ ADV f F #t & ¥ @ virologic
breakthrough V> LGRS AR 2R L7 B RUFEE
6 BlloH LT TDF+LVD i 2T o725, 6
Fieh 5 FICHE rt181 % 11236 @ ADV GHEERATER S
NTwids, 2614 12 5 B BLAIC HBV DNA 2SREELL
Teh, TOF FEHTHoLHELTWE?, ¥
7=, Bommel & O#4&Cld, LVD, ADV 4 131 fic
MLUTHEH 235 A0 TDF BMERE2T-72L 25,
1 #13d virologic breakthrough % #&7°, 79% % HBV
DNA BB TFICET L7 BEREWS LI, LVD ik
ERICHT B TDF BRI RFCH o4, ADV
WHEERICH$ 5 TDF E#IRIL3§57 5 (HBV DNA
IREELLT ORI 15, LVD BRI 100% ISH LT,
ADV BHERHITIE52%) Z L PEES A TWBED,
—7, Patterson 5 1%, LVD & 7IE42 ADV ¥R
BAE® 60 Bl LT, BUiSHDT ADV HiaHplix
TDF B#l$ks., ADV+LVD $kAHlE TDF+LVD Bt
BB L L, 35612 TDF Bl 24 B E 2B 5 KE
ZEFIE TDF +LVD SERICBAT T 2 BUM X 30T 2 52
LTV5, #5348 381212 46%, 96 58I 64% ATHBV
DNA BREMTCETL, /- TDF AR © LVD EHE

39:39

BER rt204 & ADV BHEER rt181 4 rt236 12 & 2 ##
HBENOEBRE h oo b BEL TV,

Ch o DREIX, SHWEECH LT TDF 25%)
TChHBIEERTLL LIS, ADVHEERUBFTIX
TDF B 5T & % WGRE0RAKET T 5 ThklEAH 2
ZEERELTWS, LizdoT, ADVEie£EIcE
LTS HOEF T, TDF Bk CiiZz { TDF+
LVD e giIR s iz,

LR, ETV OB, Th i CREBRFTC
& o7 LVD+ ADV $EH#REEA © ETV BUMHE 512 i
EBE Nz ETV &5 B A CREY 4 VAR
TTbh Tkt LVDBHPICRELZBTHO
¥y—Fd 6, LVD HEHERSBRICHFET S Z L35
W5 LVD FHEERIEEHNC BT 2 ETV @ genetic
barrier (X<, BHICETVHEER 2B 52 L
MPEFRINEH ETVRESBILELECoZ LAER
ENTBLY, REa L 7F 4 7 A & U naive FEH
T A2MALMIANVAHROZLEEFL LAETV
BHREA~OBEEN—BTITbhTwik. BEOBR
Ci% LVD HEEM85EHIIC X ADV add-on i&RA5EIT
oA, BEHORREEZZSLLEMNOIT L ETV
BHAOY D BRREAVBI P OTFET LI LNTF
flsh, SHESHHEERY 4 VAOHFANEHRS
na.

$, ST HEMEY Y HEICH LT, HBV 4
7% F—& L7z HSCT AEf s iz HBV B F9-—
5 OERBHETIE, HBV S BEIZV Y Ex Y MR
Bed B, AW FFr—IC{T38R7IoO/iCk
AYLWAayra—- i LI ¥y M 5 HBYV
T 7F rEEFEBENTWAEY, L Lads, B —
R CRBHEROYA VA ba—nixd+2 Fi—
OFEFB LAY, X6V ¥xy MIBIC HBY
BEFRIELL TR RS, WTFhOTHGRE D
79 tidhdoi. % BHESKIC—BEDOTIINV
AREEIMEBDLA, BELALYA VR FF—HEE
OFEKRTHY, 55 TDF+LVD BRAHEICL Y
B LEBERLA. BAVHENCEYCRE, B3
HBV #OBEBIBSRICH T 2B 7 + o V8K o FE%
RIIOWTOHEIL L, ZORLIITHTH 595,
b UEBIRIA R L7 & T O HEERM 2 WIEH
2EIRT B Lick ) HBV ORGSR T, B
ZIFREHRET ARBEES W EBTFRISRS.
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s &
 LVD, ADV,ETV & hil bt R T SRt
ERMBPNC & 2 BTH £ HBE LEREY ¥ 546 B
BRMEF S L, TDF HER Lo —fE R L.
&4, bIETHERT I 0 7 RERES ORI
v, SHRUEEREATHEFAOHANTHASIES
EH 6, HBV ST % TDF REBRBH RIS,

B3 MR — & & TREV LA, FRRLAL
& —Iif - SRR S REECREVELET.

X R

1) Lai CL, Chien RN, Leung NW, et al. A one-year trial
of lamivudine for chronic hepatitis B. Asia Hepati-
tis Lamivudine Study Group. N Engl J Med 1998;
339: 61—68

2) Dienstag JL, Goldin RD, Heathcote EJ, et al. Histo-
logical outcome during long-term lamivudine ther-
apy. Gastroenterology 2003; 124: 105—117

3) Hadziyannis SJ, Tassopoulos NC, Heathcote EJ, et
al. Adefovir dipivoxil for the treatment of hepatitis
B e antigen-negative chronic hepatitis B. N Engl ]
Med 2003; 348: 800—807 ;

4) Marcellin P, Chang TT, Lim SG, etal. Adefovir
dipivoxil for the treatment of hepatitis B e antigen-
positive chronic hepatitis B. N Engl j Med 2003; 34&
808—816

5) Chang TT, Gish RG, de Man R, et al. A comparison
of entecavir and lamivudine for HBeAg-positive
chronic hepatitis B. N Engl ] Med 2006; 354: 1001—
1010

6) Lai CL, Shouval D, Lok AS, et al. Entecavir versus
lamivudine for patients with HBeAg-negative

- 227 -

7

8)

9)

10)

11)

12)

13)

14)

chronic hepatitis B. N Engl ] Med 2006; 354: 1011—
1020

Zoulim F, Locarnini S. Hepatitis B virus resistance
to nucleos (t) ide analogues. Gastroenterology 2009;
137: 15931608 el.2

Yeo W, Johnson PJ. Diagnosis, prevention and man-
agement of hepatitis B virus reactivation during
anticancer therapy. Hepatology 2006; 43: 209—220
Ying C, De Clercq E, Nicholson W, et al. Inhibition
of the replication of the DNA polymerase M550V
mutation variant of human hepatitis B virus by
adefovir, tenofovir, L.LFMAU, DAPD, penciclovir
and lobucavir, J Viral Hepat 2000; 7: 161—165
Marcellin P, Heathcote EJ, Buti M, et al. Tenofovir
disoproxil fumarate versus adefovir dipivoxil for
chronic hepatitis B. N Engl ] Med 2008; 359; 2442—
2455

Heathcote EJ, Marcellin P, Buti M, et al. Three-year
efficacy and safety of tenofovir disoproxil fumarate
treatment for chronic hepatitis B. Gastroenterol-
ogy 2011; 140: 132—143

Choe WH, Kwon SY, Kim BK, et al. Tenofovir plus
lamivudine as rescue therapy for adefovir-
resistant chronic hepatitis B in hepatitis B e
antigen-positive patients with liver cirrhosis. Liver
Int 2008; 28: 814—820

van Bommel F, de Man RA, Wedemeyer H, et al.
Long-term efficacy of tenofovir monotherapy for
hepatitis B virus-monoinfected patients after fail-
ure of nucleoside/nucleotide analogues. Hepatol-
ogy 2010; 51: 73—80

Patterson SJ, George J, Strasser SI, et al. Tenofovir
disoproxil fumarate rescue therapy following fail-
ure of both lamivudine and adefovir dipivoxil in
chronic hepatitis B. Gut 2011; 60: 247—254



¥ 7 7+ €A B L £ S B RiF# 41:41

A case report of successful therapy with tenofovir for a multi-drug
resistant chronic hepatitis B patient complicated with
malignant lymphoma

Tsunamasa Watanabe", Fuminaka Sugauchi®, Shigeru Kusumoto®, Noboru Shinkai®,
Etsuko Tio"”, Kentarou Matsuura®, Atsunori Kusakabe®, Tomokatsu Miyaki®,
Syunsuke Nojiri”, Yasuhito Tanaka"*

A 33-year-old man who diagnosed with malignant lymphoma was treated with lamivudine (LVD) for
chronic hepatitis B in 2001. Because he experienced the first breakthrough hepatitis in 2005, adefovir (ADV)
was added to the LVD regimen for dual therapy. In September 2007, LVD plus ADV combination therapy was
replaced by entecavir (ETV) monotherapy. Eight months later, in May 2008, hepatitis B virus (HBV) DNA level
elevated, followed by the second breakthrough hepatitis. After then, switching from ETV to LVD plus ADV
could not suppress HBV-DNA level and ALT flare because sequencing analysis showed the evidence of multi-
ple drug resistance with L80I, L180M, A181T, T1841 and M2041/V mutations. In this case, after getting the ap-
proval of the ethical committee, we applied him the combination therapy with LVD and tenofovir (TDF), that
decreased the serum HBV DNA and ALT concentration within 2 few months and obtained the complete remis-
sion of malignant lymphoma by allogenic bone marrow transplantation.

Key words: tenofovir multi-drug resistant mutation breakthrough hepatitis
chronic hepatitis B allogeneic bone marrow transplantation
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SEPIHUE LAWK TH BA, U vF i<
Medical Practice vol.28 n0.8 2011 1393

- 230 —



G HBV BEMAEOU R 713 HBV I £ BEDRIFEEDNT > ZKET 5.
GUYRLTT+IXFOq FERIESEFEERL de novo FRDV A T 790 8 —TH 3.
GEEUYCNEFTTEL, BCRERES JUBEEEEORECEVNTS,

de novo TR (IEBEET .

VA DR BEFNIC T, HBs HUE LR 25 0
HBV Ff b2 St wad, Wiy w
Y FIHT A TNF A CHHA v 7)) F v
7, T H Y AT ERERO HBV IHGHEL O
Wb, FOED, AT EF ALREER
EHTHHTIFT Y YRR OWREDH B.

de ndve FFRICHET 2 Y RAVEFE
%%%%ﬁ@

Wik U7s & 542, Hui S, HBs OBIEYEEY:
) Y SIEBNC B0F A HBY PEMEE Y A 2 - L
LT, U dF o7+ 25704 FiFH{bERaEC
BHoHTEERPELEY. F Yeo SN &
i > HBs HU4REEYE, B XY 2 F =700
sl Y A 2 T & LOHdy LY.

DIV SV D Kt Qe i 1L DR ZTIE) 3
o HBV B HEALBlIC BT, fiyifkTd
% HBs Lk B A& T A3 TG Pkl & Wik L
WAHZEAHEE SN TWA, S5 SEIMERRE
RN IZ AR B X TR AL S 555, wihiuls
WTH RIEDO PR T 5720, HBV FHGE
L& OMED L i EhTwd, fRciatks
T OB OB W B (GVHD) O3t R &
DI TH B A7 a4 FRREIisE 2 0k 5
5 RN B W TS O T SIS IE S %
ZENDH Y, BRHEBEGERELTH HBV #iHE
LA D 9 B2 LT HLENDH 5.

77, HALEEREERTIC B W T, HBs S
Chheb b Y, ML HBV-DNA A5 &
L5 RIE (occult infection : HEREEHMD Ao &
nTHY, HBs PUHEEMESR & WA, MGk
JAZEEWEELSRTWSY,

DAEENCBT L, VY F v 7RG HROmER
BEUF4ESE A% 111 fIUE s e Th ), 209
% 50 B4 HBs PulibatEml2 & O TH Y, £
DR E BT IR,

1) 500® 9 5, HBc ¥ifkd & O HBs fiilfk A
1894 Medical Practice vol.28 wno8 2011

- 231 -

WESNTHZDIR 1L HOARTH - 7. mkﬁ
HFITEPTHYECH > -0 L, HBs Hidkid
WICBETdH - 72

2) R-CHOP J# i COFSHE (& 40 #1 & Kf 2l
W, CHO(P)® 7 I FUEY bl ATFu4 V%
EE VLY AYTAH, BFEMSRIERRT
3 Pl EERE L T /e,

3) BIFENF 25125 o 72001 50 #rb 20 51 (40%),
61543 50 49 v1 25 491 (50%) T - 72, HBs HJi
Motk 47 N B0 B BEN- 22 &, seCd et
NZEN21.3%, 27.7% Thol=DEILET 5 &,
HBs B OTFHRIIRRTH o /2.

4) )k w7 LR bR s 6
REEFE oMM PP ey ATHY, MW
e LT85 HAMETH - 7o, WWRIIED
KT LFHRESE T R CTdh o 7.

F 7z, A R LR AR R B A O BN AR
7 — Iz L Bk, 2005~ 2006 4 D 2 4E [#] 3,874
BRIz BWT, HBs FUBREmIE 1.5%, BEA&d
(HBc Hudk Bk and/or HBs $ILAREE) #11% 23.2%
Thotz Thabb, HAEEICBLTIE, FE¥kN
A4 A2 BT o7z HBs PU B AN kLT,
10 5 2L o giE ) &k 4 & U C HBV FRisEAbb ¢
R A LENHS.

WAL L OV AR R R O A 7
V—zZy ZAE s UCHBs BRS¢ 4 <,
HBc $ifk 3 & O HBs ik o g2 mETH Y,
WO B4A 1213 HBV-DNA & it %
WML, HBV MSHALY 22 #0249, 7
2L, TTIRMERRDHAT S hTwaEEI
W, WALEEREE - SEEIIEREIC X o THURIIDS
TL, M i c&wWiPdiEss 2
T ANENH S, F 7z, HBs UG
B OTETE AL o A28 HBe Pl B EFICH 2 2%,
HBc $i B 2o HBs $L 4R B Pk (HBs P fc Bl
W) 2 B DS PEAL 2SS S hTw Y & L
& HBe Hifl o & X B BEE IR He o0 T 10 1



BATY -2 JHELLT, HBsHIEICIMA T, HBe ifdd LU HBs HEORE L
WIETH S,
OHBsIERBMES S 2 00 (& HBV-DNA BHGIIIAY 1 W AEOFHBEETS.
D HBe LB and/or HBs EBMAIICEVTIE, B 1EO
HBV-DNAFEZ &) F%5TH.

E2)

 HBe#iE, HB

- 21 Be s E4)

[
. |

i 5)

iE6) E6)

I I
() AR ELLE (=) B EER
ET)

B2 el - R LU SETS BRFSAWEH I NI 1
FUHEEAE R B R A S0 - BURML SR B B W IS HCT 1T HBs HUBUB LS B W ik HBs HUEIEYE 5 o) — B0 1T
HBV FEMELIC X Y BEIFRASEE L, TobQ s 20550, HEAULECH L. F0MoBicisnT:
BHHC &5 HBY FHEMLO ) A 7 2 BB L CHBT 08B 5. £, 20T 288y oy oFhissor
Fo A E R, BRI IR I A se A R B B O T .
D CLIA H:CET A 2 EHE Lu,
2 RIS s TIPS MEC o b P ADHEE L,
H3) OISR HBe Bk, HBs HUHslill s o B0 C RIS T LTy 24076 ). HBV-DNA e %
I L BRI E L,
E4) PCREBIUY 7Y A 5 PCRIICEVERT S, LUBRIRIEDRWIY T 4 4 PCRIEDEE L,
D) Uwd vy AT w4 FAUEE, S0 aaie: BV BRERIEO WY A 2 ThH Y, WAL Ch s, Ty
DL E R G SRR 2 3 A A%, HBY BGEHEEO U 2 2 @RUICH Y, SHEIREANIETH b,
W6) SRHEN - (LA A AT AT, TR BT BINCRS A AT 2 O E L,
TET7) Sl - sk i HBV-DNA SESUBR D WS BLEAS 2 o 22 W G b 3 5. 2 BG4 5
TES) MRT o side R ELofiE S5,
9 TROSAMEE M THEIEBE T >0 S5 08T 2 ME L TR,
ALY ] 2 RS HBs SUCH ) PGl B M2 B 1 A R 7 o v 7 B G T IR R 05 7 3
AN == IR UBe Pt (+) and/or HBs Hufk () BT, (1) S0 - (L8 TH, Ahd kb 129/
S Al A 2 &L () S ORERI IR ALT (GPTYDSIERE L Twad T &, (3) Z o #lse iz HBY-
DNA #HEE L L Tw a2 &
FE10) BT AR T B 12 IR RIS B RIS R AR T 0y oM ook <
sl HBV-DNA S B R L 7 » B G B I 5 2 TR 4.
k) X v BIAD

Medical Practice vol.28 no.8 2011 1395

- 232 -



OHBYEEMLIC L BHFR - FEESHBLTHS ORI AV AERETH

BICEbEWSEENSHS.

CEBO B RFFR B LT, HBVEEESITEBIEE(ESR, FETREDHEH V.
@ EEFMHEDIRIEC L 30206 - {ERERICHD BRFRMETA N4>

FEFRI NI

DWLHETH %, TO/RICOWTE, HBY 725>
PREOAT ML P2 T 2 Z LANERTH 2.

bR  REIHATERO
HBY BiEt{L%Ee

HBV FREELIC & 5 IF 48 - BFREEASIBLLC
DT A NV AR E PG Tl L LT
TRWAREMNED H D, Yeo B, 32 o HBV #
WAL L, 4 VAT 32 7V V)RS
ol A, 5HI16%)EIEC, 22 #1(69%)
B b vk b U e % 2 147
ozl MG LA F bAEICBVYTY
A o FENE BB & g LT, HBV RGP
BICHBELEE DY <, JECE b v T A
ENTWD.,

L7zhio T, WESHBLTrOHRNTAT S
OTIERL, HHPLONS ) AZEERTEL,
WA BT AP 4 WV ARREE RG-S 54
a5 Y. BEETONEOMRKEE LT, O
W 4 v ZABEOF S (prophylaxis), @ 5 W
%, @ WIS %ITT 5 HBV-DNA L &€=
V7L, B R U 2R BTy A IV AR P
3% (preemptive therapy) DS#% 2 Hiv 5.

2009 45 1 H, RSB TIFEHEC & B S
Bl AL BRI e BRI RN A4 K54~
AEEFRENLY (R2). WHEA A Fo 4 2ol
575, HBs BB B PRI 63 5 1L B IR 121
o A W ASOFES ) Z EWENTH
5. —7J7, HBs PUEREM A U 2 2 B (HBe Hifk
Bk and/or HBs TR BE) (08 LCid, HBV-
DNAs=% ) 7 (H 1, {edgdohs L8
LR T A % (&b TAER) BTV, P42

28T A HBV-DNA @ L% & 6 2T, Bk
L L7205 B THLy A v Z3E DB 5% WG % (4 2).
T, B2 R R BT R oo R

1396 Medical Practice wvol.28 no.8 2011

- 233 —

LR s TV nis,

BhUIL

TSRS - SR IR O de novo B T
FORTEAT, RSB O E X I ow
TF &/ HBV-DNA =Y ¥ 2L 5%

CHEICHL, HomnwreF Ao Ttsy,

BRSBTS HI BT 5 HBV-
DNA SESMATE & OB A4 v A3 E (SRR
e, BUME, A7 A4 WE e BE O 9845 sl 5%
SRR © UMINOQ000129N I £ 1, kifi
BECD20 Bk BN ) s lid g e L, U
V¥R T A+ AT A N o HBs
LR BN 4 U A 7 #2535 HBV-DNA €=
&) v ORI R IR B 720 0 2 fitiik S [
e TP Cdh 5.

Xk

1) Dervite, 1. et al. © Acute hepatitis B in a patient
with antibodies to hepatitis B surface antigen
who was receiving rituximab. N Engl ] Med
344 © 68-69, 2001

2) Hui, C.K. et al. : Kinetics and risk of de novo
hepatitis B infection in HBsAg-negative
patients undergoing cytotoxic chemotherapy.
Gastroenterology 131 : 59-68, 2006

3) Yeo, W. et al @ Hepatitis B virus reactivation in
lymphoma patients with prior resolved hepatitis
B undergoing anticancer therapy with or
without rituximab. J Clin Oncol 27 : 605-611,
2000

4) Kusumoto, S. et al. : Reactivation of hepatitis B
virus following systemic chemotherapy for
malignant lymphoma, Int ] Hematol 90 @ 13-23,
2009

5) FEMEAIE D o R - fLSERRIC X D
T 5 B IR 3 - RS T s o BF - IR
SEPBAC I E 5 AR JHERE I 2B & s
TS 2 & T oA W APENFERI O oS
HEALICIY - A 0F28 PRSP 50 : 38-42,
2009



FFig  52#%4% 255-257 (2011)

<® #H>

27 1 255
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E | BEFRRBICHT ARERT 7 u FFEEOFESME
BIECHLONTE Y, BEBEHHIR 250N,
BRIFFREBEROBRKBEETH S HBs filE (HBsAg) H
REBONHEMDBR SN TS, KEREIND
BV ORDHED H BV, WELEEICE s LE
TrHusERATOREE L. SEELIZEHHD
BERT Fu /iRHC X 5 HBsAg ks 20 EERTFIC
DWTIRET L7z

8 & 77k 1 1995 45~2006 4 3 TICEIET B BB

FRBCNLT, 737V VEMERSZRE L2769
FlEHE Lz Zh & TOREFIT6 7 AU Lo HBV
R LR L. BBR7 Fu s/ BEAEONRIE
STV VEEEERE36H, 53TV VIRERA
BEHEIANVABBRIIHLTIITVV+7F74 ¥
MERETo R 2078, SITVV—IVFAE
MDY ) B ZIER 166 Bl TH o7z, TRODEFD
35, AL PDOBETHREHFIE LERI 46 BIFEL,
ZNUNDEPNI TR THRERE 21T o7z, HBsAg
W& CLIA ¥ (ARCHITECT® HBsAg QT) % v 7z

Table Factors associated with HBsAg clearance by univariate and multivariate analysis.

Univariate Multivariate

factors Hazard Ratio (95%CI) P Hazard Ratio (95%CI) P
Age (>50yr) 0.94 (0.48-1.89) 0.865
Gender (F) 0.59 (0.21-1.68) 0.323
Family history of HBV infection 0.43 (0.22-0.84) 0.014
Presence of cirrhosis 0.79 (0.56-1.12) 0192
Previous IFN therapy 2.70 (1.31-5.59) 0.007 2.96 (1.34-6.54) 0.008
HBYV genotype (A) 3.39 (2.27-5.08) <0.0001 3.64 (2.40-5.52) <0.0001
HBeAg (positive) 1.23 (0.61-2.48) 0.563
HBV DNA (>6.0 logcopies/mL) 1.20 (0.52-2.78) 0.674
HBsAg (<2000 IU/mL) 1.40 (0.70-2.80) 0.346
ALT (>3001U/L) 1.47 (1.02-2.11) 0.040
Platelets count (<1.2 % 105/mm?3) 0.91 (0.34-243) 0.123
Treatment response at 6 months
HBeAg positive — clearance 3.15 (1.49-6.66) 0.003 2.22 (1.01-4.88) 0.046
HBV DNA (<2.6 logcopies/mL) 3.56 (1.22-10.4) 0.021 4.07 (1.36-12.2) 0.012

The bolded numbers: statically significant.
Abbreviation: HBsAg, Hepatitis B surface antigen; IFN, interferon; HBeAg: Hepatitis B envelope antigen
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I 37V /BEHEO HBsAg HEICFETAEFICOW
T Cox leINF— FEFNVEHWT, BEBRUSE
BB 2TV iRET L.

BR: IV VBEEREY S OBREHBOPRE
it 634 (07-135%) Thol:. IITIVEREMIC
IEN WG HEHE % & § % JE510% 297 B (39%) AL 7
(BEHE opsfEik 27 8 (2-57538)). HBV &0
KIRER AT HIEFD 538 6] (70%) FELE. T3
7TV 5% O HBsAg HERIX 33 FICRO LN
(PIRRIZ G 31 B, R THREEL2H). &fF
TORM HBsAg HEEIZ5F : 1.8%, 104 : 7.3% T
Hol:. HBsAg HRIZFS T HEFICOVTHERMR
WaEITolz 25, I ENIEFIE, RIEEDH Y (48%
vs.74%), IFN {&5EEDH U (64% vs.37%). genotype
A (25% vs.26%), BAfaEF ALT %f#E (300 IU/L BLE)
(33% vs.20%), ¥#EIME 6 4 A BLAO HBe HURIH%
(30% vs.12% : HBeAg #EmM B RemEEFIC L L
), IBHERAEH: 6 & AR T HBVDNA Bk (<26
log copies/ml) (85% vs.67%) @ 6 WF A S hiz
(Table). F-HEBEFCTHRETHE, FITTVVEMR
TRV S AN BIERTE, FITYV+
777 + YV BERRRERESNC I LT HBsAg HRENE
RTholz (P=0014).

LRORTFZHWT, HBsAg HERICFSTHETFIC
DNWTEHERFNT 21T o728 25, IV EF & LT geno-
type A, IFN {AEREE, 16HFBIMG6 7 AR X T HBeAg
P~ ARG 6 7 AR TO HBVDNA
LD 4 BF25HH S 7z (Table).

EE | SEORE TIIEERT ;1 7550 HBsAg
TH%eiZit HBV genotype A%< Bb o TV BEIG o
72. TRETFVET Y% PeglFN TOHED & 9
1299, genotype A Tl HBsAg BEDET 7S, f5D geno-
type X DEEZ Y T\ /28, HBsAg IHEIGHRZ h 7
WEEZ BND, T/ IFN BEREREKET -1 7 hE
B o RIS &S HBsAg HRICHFE L, 16RERE
ALT O EH 258 WEFITH HBsAg 2NHE LT W R
MiZHoizZ &b, BEET F U7 IGEICL ) HBsAg
BHRSEH7-DITIL, BRT Fa S HEOHY A v
AERZG TR, BEORERSHFLELHER SN
5. 5% HBsAg Mz Big L7z, BMBRT T 1 7 BIRIE
DIRPLEENS. ZOFRIZTITIVREERT
DIRFATH B, SHBIEIREORERRTH), FEH

52% 4% (2011)

THEHBEAED TEREO L v 7 E VIR EIES TOR
AOLELEDbNS.

$R5|FH8E  HBsAg, ¥B7 - u/, IFN

3k : 1) Kobayashi M, Suzuki F, Akuta N, et al.
] Med Virol 2007; 79: 1472—1477 2) Manesis
EK, Hadziyannis ES, Angelopoulou OP, et al. An-
tiviral Ther 2007; 12: 73—82 3) Gish RG, Chang
TT, Lai CL, et al. ] Viral Hepat 2010; 17: 16—22
4) Wursthorn X, Jung M, Riva A, et al. Hepatology
2010; 52: 1612 — 1620 5) Moucari R,
Martinot-Peignoux M, Mackiewicz V, et al. Antivir
Ther 2009; 14: 1183—1188
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Clearance of hepatitis B surface antigen by NAs

RNEE
Clearance of hepatitis B surface antigen during
long-term nucleot(s)ide analogues treatment
in chronic hepatitis B

Tetsuya Hosaka"*, Fumitaka Suzuki®,
Masahiro Kobayashi”, Yuya Seko”, Norihiro Imai®,
Miharu Hirakawa®, Yusuke Kawamura®,
Hitomi Sezaki”, Norio Akuta”, Yoshiyuki Suzuki®,
Satoshi Saitoh”, Yasuji Arase”, Kenji Ikeda?,
Mariko Kobayashi?, Hiromitsu Kumada®

Clearance of HBsAg is considered the ultimate goal
in the treatment for chronic hepatitis B. We analyzed
clinical factors associated with HBsAg clearance dur-
ing long-term nucleot(s)ide analogue treatment. By uni-
variate analysis, HBV genotype, family history of HBV
infection, previous IFN therapy, HBeAg clearance at
6 months, and undetectable HBV DNA at 6 months
were significant predictive factors. By multivariate
analysis, HBV genotype, previous IFN therapy, HBeAg
clearance at 6 months, and undetectable HBV DNA at
6 months were independent and significant predictive
factors of HBsAg clearance. We conclude that patients
with genotype A have high probability of HBsAg clear-
ance, and it seems that not only the antiviral potential
of nucleot(s)ide analogue but host immune response is
needed to achieve HBsAg clearance.

Key words: hepatitis B surface antigen,
nucleot(s)ide analogues, interferon
Kanzo 2011; 52; 2556—257

1) Department of Hepatology, Toranomon Hospital,

Tokyo .
2) Department of Research Institute for Hepatology,

Toranomon Branch Hospital, Kawasaki
*Corresponding author: hosa-p@toranomon.gr.jp
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48 1 756

<®E &>

Bl 52#%11% 756-757 (2011)

a5 A TagMan HBV [#— b ] v20 2B B F—KD
MiERAR & AR HBV DNA BHZEORES

gk 30
TR o
MHE R

/MR R
A #hEA?
e REFE

#S : HBV DNA Ol i, 1996 412445 HBV DNA

Tu—TEFEESHEN TR L, RERMOESRIC
V> TMA (transcription-mediated amplification) ¥4
PCREL LOBRELRMEELEDRFEIFEATE . B
#, BEDOHECTHEE SN TV real-time PCR #:id,
HBV DNA £%%15~20Log copies/mL 12 F THHTT
BB& o7z, 4EFELIE, TagMan HBV v20 (a8
A TaqMan HBV[ A —bJv20P ;0¥ a - ¥4 77 )
AF4 v 7 A, KR 2B, IUF & o R KRR
BTV, EREOFEREICOVTREZT 20 TH
E55.

WREFE W5, B EBEIFRAD X UFFHEEDRK
A T Entecavir ## 5 14 Ml L # 38 L ALT (alanine
aminotransferase) 4% 30 IU/I BLF 2 &t L T\ 5 52
FEBY (104 #R4K) & U7z, PRI, S 29 61 (55.8%),
EH 52 7% - PRME (27~81 i) TH o 7. HBV geno-
type i genotype A : 2, genotype B : 541, genotype
C:44 6, typing AEE : 1Bl TH o7z, 52 EHITH L
EEMBOE—(LEE 5 - OFE AT 2 BORM %
%HiL HBVDNA 2 L7z, 2HEORS ¥ bR
Mmix, 1EEOHFmE, 8:E-2BOMICEMKL. I
HHERDE CTLM 5 mlL & MEHRME (EDTA-2K) T
41 8 mL % FRM, B A& O HER, TagMan HBV
v2.0 i (B/MRI R, IR © 2.0 Log copies/mL,
4K 1 1.7 Log copies/mL) W CHIERTo72. #
EHRATIZ, ¥EEHEATY 7 by =7 STAT Flex ver. 5.0
ZHW, P<005 THEE Lz, ARERIL, SROMHE

gk &Z?
BRI B2
REHE R

JrH &R WFOL A
MRERY KEOBR

EERBEEDARRZZ, EficOoVWTO( V74—
AF-avEey b efifol.

MR M - MIERTRE 104 Bl0 9 b, ML m
$EOWE T HBV DNA 2R L7201, 25 #1(240%),
T & b IRIETERIZ, 41 41(394%) ThH o727, ML
BOHRH LR TIRBRETHo 201, 64)
(58%)Tdh h, MIETHRE LA METIIRETET
Holnid, 3261(308%) T, METHOREEIL, M
WX Y EE (P<0.001 [McNemar RE]) KEETHo
72 (Table1).

ER BRTIusB#H e RPCKEETAIEICE
D O EHROBES L CFEOEMIBDOONE T
DD, BICEEEIIBWCEBERT Fu /8% % d
952 kdEZ, HBVDNA 212U, HBs HE,
HB o 7EERE L YDA D HBV = — & —IZ2WnT
BEPThb T 52, Drug free 25 B R EGIRE D
WELEMD—D13 HBV DNA OEEEEILTH I, &
Bk ALT EOBELSIC & 2EREL - BUELATRE
A2 ey, BEEICHBVDNA 2EHETAZ L
FEETHHUHELELD 5.

F 2 CAE, FAERKRELZ H\Vv TagMan HBV

Table 1 Detail correlation between plasma speci-
men (EDTA-2K) and serum specimen

1) ROPIHEIFEFEE

2) ROFREIFEE Y 5 —

*Corresponding author: vi7m-kbys@asahi-net.or.jp
<ZfFH20114E8H 190 > <IRIRH201149H2E >

Serum
detected not detected
25 32*
plasma detected (24.0%) (30.8%)
(EDTA-2K) 6* 41

not detected (5.8%) (39.4%)

*: P<0001 [McNemar #&5E]
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/%A TagMan HBV [4— bJ v2012381) 5 i - m¥ERLGE

v20 DRk L R EOFREORE 21T o 7.
SR D 104 RED 5 b F 7213 DOV M) THBY
DNA % L7-0i3, Miid5.8% (23 LA TIE30.8%
L 3o HBV DNA ORI HEENAEE(P<
0001) % % > THEETH o 72. —7, MIF T HBV DNA
ZIRH L7 g TIIRHTEETH o 72D 57% 7
TEL7=25, 4B, TR, genotype & EIZ—ENRY X
®, ZOBRSIE, BMRBBRERBOED TRRE
OBRETRET AN Y FICERETHHEEHWRER
LEZ LN

PLEDS, Mgt AvaZ LIk ) mERE
) BEXEEIC HBVDNA 2 ET 5 Z LW REE oz,
5% X ) BRERZNESLELRSE COBRRDAIH
Faha,

FE|FHEE  BEFFEYA VR,
TaqMan PCR %, BEE

"X : 1) Goedel S, Rullkoetter M, Weisshaar S, et
al. Journal of Clinical Virology 2009; 45: 232—236
2) Matsumoto A, Tanaka E, Minami N, et al. Hepa-
tology Research 2007; 37: 661—666 3) HF&ET].
EARNZHAREDE (FASRRERN R
BE)REFREESE, 2010, H21-fF#——#K&-001

49 : 757

RYEE
The evaluation of the sensitivity between serum and
plasma specimen for COBAS TagMan HBV v2.0

Mariko Kobayashi’*, Fumitaka Suzuki®,
Yoshiyuki Suzuki®, Norio Akuta®, Hitomi Sezaki®,
Yusuke Kawamura®, Yuya Seko?, Tetsuya Hosaka®,
Masahiro Kobayashi®, Satoshi Saitoh?, Yasuji Arase?,
Kenji Ikeda®, Hiromitsu Kumada®

The sensitivity in serum and plasma for HBY DNA
was evaluated by using 104 clinical specimens from 52
patients who were treated with entecavir for =1 year
and continued ALT levels <30IU/L The measurement
employed the COBAS TagMan HBV v2.0. Twenty-five
specimens (24.0%) were detected from both serum and
plasma, and 41 specimens (39.4%) were not detected
from both. On the other hand, there were 32 specimens
(30.8%) with detectable from plasma but undetectable
from serum, and only 6 specimens (5.8%) with detect-
able from serum but undetectable from plasma. This
result suggested the sensitivity of HBV DNA using
plasma specimen is more sensitive than that of serum
specimen with statistical significance (p<0.001).

Key words: hepatitis B virus, TagMan,
high sensitivity
Kanzo 2011; 52: 756—757
1) Research Institute for Hepatology, Toranomon
Hospital
2) Department of Hepatology, Toranomon Hospital
*Corresponding author: vj7m-kbys@asahi-net.or,jp

© 2011 The Japan Society of Hepatology
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HBVESH#
W%J’Tmbm'ﬁﬁﬁt HBS?“WIR&MZ?@E

mEE - PEEE

HBV mutant : FHBV with resistance 10 nucleos(t)ide analogues and with escape mutations from
hepatitis B surface antibody
BT a7 o8 L) B EFFRICHT B MR E < ?""553 LiEk LCwass, B
FEIC kAR O SREERY A VAO MBI L & S TWA, FFEED B BT
BT Mﬂ%‘%?’%‘m 7 TN HBIG M s b9 ik VT u R
PR A WAL S IS HBs Pilkm Ay —THERY A4 )vxﬁ*f’cﬁ%gé: BT ENHE ST
V7%, HBV I quasispecies LLTHREL, My ﬁgfﬁﬂ)ﬁﬁ“ﬁwﬁ?’ﬁ)\% Fei, o
SERRICAESNA LI CHBV CREEEE BRI L, R AR MM

o Twh,

230

key words : HBY, quasispecies, &@7’&"‘30’%‘1‘&%% ‘HBs 3““(2%?1%*‘; — IR

M7 a s 0Bk ) BEFRICHTT S
BEEAS SR UER L Qv s, BE bAE
TREFAICRETERCwAERT 0 /idy
ITVVERG BTy rR), TET7HEN
(FERE AT ES), ZVFHE W (g /N7
YT O IHETH D, BBTFESIRT ¢
Wi 4 VAR —F, BREICL S
B 7o FiERy 4 v A0 MBI HE L
Tpe T,
RO B BT S BT
wy&%au%ﬁ%nm?%@&ﬁ%ﬁn7u
 (hepatitis B immunoglobulin : HBIG) %M # ] & hu
%, Rl WAERT O SRy A WA S
VNS UBs Fiflon A r — 728y W AHTHIE &
BB T EHEENTWA, Atk BB
E Bl X A B 2 TR

FRCH, TS OIEHE B B Y A VA
(hepatitis B virus : HBV) ZRERIZOWT, JFEIE
FEPNCER S, SR FECHLPIC R TETWS
MRZEHT 5.

‘ I)epurtment of C‘astmememlogy and ﬁ‘pmology Graduate School of
I\Jllicgg&nc Kyoto University SRS SRR R{EE
P

B BT A AR (LA B 72,

A0 B MR AR R FHORS

FEREHET2 0 HBY OREHAL L 25825
—oORENEH A, HBs TUEBEL -y MIC
BIFAFBHIGO B EIFLL, HBs PUREM: -
m%%@%ﬁ?% L OGO LY

BB BEFLATHS.
m%mﬁﬁﬁvykm/%x%?%ﬂﬁﬂﬁ
FRhEE, 1990 SEL L D HBIG 7 3 7V VB
BEDThIAS, £ O T 30~40%RED
FOWH, ISV

L HBIG O BEFSEAAT hiL, I TIZ4HIC B B
RS T TER L0k Y, BT
BROMHNCEERT o7 OREE G L, A
A5 HBIG @ #%55., Wifaidik 7 -0 s & HBIG
DU EAT ) QDB T & o TV B,

7, HBs BUEEN: - HBe HUEBTE FF—2 5
ONFBHBEO LY ey MoBi A B BIFEE
EHACTF RS S Tw iy, FEEA
SR BT HBIG OB S 12 & ) FHi &
fFoTHBHY HhEfFE L Y UBIG OFRE %
G L, WY HBs UM MERT 2 &9 HBIG
FEEELTWA, R ko, BBy us
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