is), @IF%ICHATT 5 HBV-DNA ERA2E=51) 7L, B LK
TH YA VW AER%E T2 “preemptive therapy” 2522 bh 5.

2009 4E 1 B, EASEAMZEINC & 5 0Eind] - fL3 koS B RIF &
SEHA FIA v RFRENLY. FHIFT A FIA VICH2, HBs YU
BB 5 B AL EBER I Y 4 VW ZAEOF RS 24T ) 2 L ERIT
HbH. —J5, HBsPLBEEENA U A7 # (HBc JiikbEtE: and/or HBs $ufkks
) 123 LCiE, HBV-DNA £=%1) ¥ 7 (A 1|, {b&fikds Lo ks
WMEMTHL L b 1HEM) 217V, FRIZETT 5 HBV-DNA O LR
ELAT, BHAL LB AT Y A VAEOHRS ZHBT S BIEE S
N BIEOMEZICL ) HEERT 5. K2).

(i%: HBs HUE RSB W TIE, HBV-DNA =4 ¥, iy S L R
EOFHEG VW FHICBWTH B CREBGER L)

N4l D rfesmamtho C B L RABIEH DX

CEIFS 4 V2 (HCV) & HBV IZHART, B b 8lEL$ 5
CENEDLOTINTHAY. LELiaAS, DFALEREC I H0EH
RETICBWTCHFLAYANVABEERLTWAZEY, TATIEDH S
BIEALT 5 2 EAMEY SN TWA Z L d 5B tRER T ROGIERNE
WONEEEREICIIEET 2 LE D L. —J7, BN, RiEisFER
TTIEHCV IZSHICHM L, RN ENHCTHEEICES Z EPlESh
Twa, HIRTIRE, PAEREIC X 2 RENGIRETICB ) 2 RIAK 7 +
O—7 v 7F—F RN THT, HFHEZE - HFAK L TFHR~ORE T
PR ENTE ST, LFERERDMREL 7+ 0 -2 LETH 5.

F 7o, 180 C R LOBERBAFIIFEAMELTETED, Hiv 4 VA (Y
NEY V) ERTALENTA Y F—T7 20y EDHHIZXY, YAV AEE
FENC X o TIEERITHEESPHFTE L. —KIZ, BY CEIFEOEFE
1, 1EITI 4858, 2B X U3MTII24BTH Y, ZNENTL0-50%B &
N 70-80% DERY (7 A4 VAR 2B o TwaY,

L7250 T, BSAALSEFHRE O BB BGZ 52 2 L PSR ERICB W T,
MABHNTHATL TEE C R ROERZITHI T LD ERKEO 1 5TH 5.

[3€OPY] 495-14028 5 BFRDAINADEFEHLICHT DM | 53

54



54

ik

1) Dervite I, Hober D, Morel P. Acute hepatitis B in a patient with antibodies to hepatitis
B surface antigen who was receiving rituximab. N Engl ] Med. 2001; 344: 68-9.
Montiel PM, Solis JA, Chirinos JA, et al. Hepatitis B virus reactivation during therapy
with etanercept in an HBsAg-negative and anti-HBs-positive patient. Liver Int.
2008; 28: 718-20.

Tsubouchi H, Kumada H, Kiyosawa K, et al. Prevention of immunosuppressive

2

=

3

=

therapy or chemotherapy-induced reactivation of hepatitis B virus infection: Joint
report of the Intractable Liver Diseases Study Group of Japan and the Japanese
Study Group of the Standard Antiviral Therapy for Viral Hepatitis. Kanzo. 2009; 50:
38-42.

4) Rehermann B, Ferrari C, Pasquinelli C, et al. The hepatitis B virus persists for
decades after patients’ recovery from acute viral hepatitis despite active mainte-
nance of a cytotoxic T-lymphocyte response. Nat Med. 1996; 2: 1104-8.

5) Kusumoto S, Tanaka Y, Mizokami M, et al. Reactivation of hepatitis B virus following
systemic chemotherapy for malignant lymphoma. Int J Hematol. 2009; 90: 13-23.

6) Calabrese LH, Zein NN, Vassilopoulos D. Hepatitis B virus (HBV) reactivation with
immunosuppressive therapy in rheumatic diseases: assessment and preventive
strategies. Ann Rheum Dis. 2006; 65: 983-9.

7) Kusumoto S, Tanaka Y, Ueda R, et al. Reactivation of hepatitis B virus following
rituximab-plus-steroid combination chemotherapy. J Gastroenterol. 2010; 46: 9-16.

8) Yeo W, Chan PK, Ho WM, et al. Lamivudine for the prevention of hepatitis B virus
reactivation in hepatitis B s-antigen seropositive cancer patients undergoing
cytotoxic chemotherapy. ] Clin Oncol. 2004; 22: 927-34.

9) Umemura T, Kiyosawa K. Fatal HBV reactivation in a subject with anti-HBs and
anti-HBc. Intern Med. 2006; 45: 747-8.

10) Firpi RJ, Nelson DR. Management of viral hepatitis in hematologic malignancies.
Blood Rev. 2008; 22: 117-26.

11) Ennishi D, Maeda Y, Niitsu N, et al. Hepatic toxicity and prognosis in hepatitis C
virus-infected patients with diffuse large B-cell lymphoma treated with rituximab-
containing chemotherapy regimens: a Japanese multicenter analysis. Blood. 2010;
116: 5119-25.

12) Vento S, Cainelli F, Mirandola F, et al. Fulminant hepatitis on withdrawal of
chemotherapy in carriers of hepatitis C virus. Lancet. 1996; 347: 92-3.

<HiA& E HFPHBEA>

Hosm [GEOPY] 498-14028

55



R 53%1%5 3541 (2012)

35:35
<EFIEE>
SHRMHERLRDLBMEY VEEH B RBEFRICHL
7/ 7 ENHERHLI—H
@ ME EA P BE B Hm B mE T
REEAR HTHEE BA Ax' HR W0 Bf HA

BE I3 33 BB BEFREERES vV 7OEERSPICESEY > EHE RIEL, 2001
£rh33I 7Yy (LVD) 5B SN, 2005 4EIC breakthrough hepatitis 2 BEEL, 7
F7 % ¥V (ADV) BB ASEICBIT LA, 2007 ISz FH YN (ETV) BEBHRANE
T X N7 2008 48, 2 | B O breakthrough hepatitis X ) Y NEoBER+ZH, BELVD+
ADV $FASEICER LA, LA L, ALT EREY 4 VARBENRR LD, HEREN
SZH X #7-. L80I, L180M, AlS8IT, TI184l, M204I/V OZER WAL, SHTHEER Ly
L7=. REERLERBOLYE, 7/ 7+¥Y WV (TDF) +LVD FAREZHAKBL, Y1 VRO
ETLRHEORENE LN, A TIESY U ABICH LT, {b2REBICBRFRYYY
TTHHIERDPLAHETHBHEEIRET L. BEEFF—HAROFEKRICLIZ 7/ VAMES
BL72% EFERICIIEBLL S0, SHAREERK 2o FF—BROFEKTA NV
AWCHL, TDF AEHLAEMNETERLI-OMETS.

RE|EE: F/71¥N

SHIMBEER

BEMBHEFS  EHEEEBME

LB
JGL4: 35 i M BT RHE AR 0 2= R, 23 SEBE) B B4R
A4 FI 4 s ki, 35 @kigiE drug free # B8
FIFN Frulv ke LGt e 4L L, 352 LTI HBY
DNA o#$xiEaiE{bs L U ALT ioRRIER{LE B

H/LHRT F o 7 HAORMESHPERE 2o T

3. 36, HBe oA EL HBVDNA fiick b,
HIE b RO SMLEERLTWS, bAEET
B BB RN ShTw a7 +u FRAIE.,
2000 BB L 225 3 7 ¥ ¥ (lamivudine ; LVD)"?,
2004 F£D 7 F 7 + ¥ )V (adefovir dipivoxil : ADV)¥,

1) EEBHAERERELTREARERS

2) REBETEARKMRARYLSEAE

3) ZEHBH Y AZAERESTHM - RERHE

4) BEHBHIAIAERERELHRAHLE - AMAH
2

*Corresponding author: ytanaka®med.nagoya-cu.ac.jp
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breakthrough hepatitis

2006 £l > 7/ ¥V (entecavir ; ETV)¥9Hs i
BTHs. BE BR7FuSRERATOR1ER
IZETV 28R S h, S HOWEERMBLIILE L
FRENDI?, THETOLVDERFR LVD BEE
RUMBICHT 5 ADV SFAMIL AR (2w, &1, &
o ZHHRT - o 7 BH oERMAE RIS Y,
EHBET ANV AOHALBRE SIS,

R4, BRFRESHLLEEY v EoRHER
s, FFREBMELERY VR E0EREEL, B
L BEF#£IINVA (HBV) o bu—nidELT
LEATEELL. WEYA NV AREORR LVD,
ADV,ETV OWFhOEHRIC b RERH L SHE
#IC & B breakthrough hepatitis(BTH) Th o =72,
F J 7 * ¥ jV (tenofovir disoproxil fumarate : TDF) %
vz rescue FHEE AT L. SHIEEEBV IS L
T TDF 78I L, BREEEY V1 BIcHT 2251t
ZREBLUTHBV v Y 7% FF -3 2EEGEHB
HARERTTE L 1 2R L0 T HBVDNA
BERFIORT LML THRET 5.
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Table 1 Laboratory data on admission

<CBC> <Blood chemistry> <Virus markers>
WBC 3590 /! TP 6.8 g/di HBsAg 14000 COI
Neut 59 % Alb 42 g/dl (CLIA)
Ly 31 % T-Bil 05 mg/d! HBsAb 05 mIU/m!
Mo 10% D-Bil 02 mg/di HBeAg 256 COI
Eo 1% AST 82 IU/L HBeAb 01%
Ba 0% ALT 122 IU/L HBcAb 100 %
RBC 441x10* /W LDH 187 IU/L HBV-DNA 6.5 log copies/m!
Hb 150 g/d! ALP 230 IU/L {(RTD-PCR)
Hct 431 % *GTP 49 IU/L HBV Genotype Cc
Plt 203%10¢ /il ChE 165 IU/L (RFLP)
BUN 14 mg/dl HBV precore Wild type
<Coagulation> Creat 0.7 mg/dl (PCR-ELMA)
PT 837 % AMY 50 IU/L HBV core promoter Mutant type
PT-INR 111 INR T-Cho 154 mg/dl (PCR-ELMA)
APTT 911 % TG 69 mg/dl HCV Ab 3rd (-)
Na 143 mEq/L
K 37 mEq/L <Immunology>
CL 105 mEq/L IgG 1026 mg/d!
CRP 004 mg/d! IgA 256 mg/d!
IgM 120 mg/d!
4£9 BIZLVD+ADV $:A#EH 5 ETV05mg/HO
T # O B T HEE X he. 2008 4E 5 AIC 2@ HO BTH
B BR BT 2RO, SHICH6BICIIR/BAY Y EBEKICHES

B © 20 B0 B BB R (BEREF Y 7)
Lpish, &BARBEhTW. 2000EICREY ¥
INIHER E & o AU ICERY L (Bt Y V3D
stage IV (B4R ZE L LC LR L NBBEDY) LB
B3 his. HBV &8 % ZR L TILEBEIHTET,
BEROI# B iICREB~O R BR (8 288
Gy) 25BiR&h7=. £0k 2001 4£ 1 AIC LDH O
LR%BH, ERBY » 1B HOBERICLYUZ
AAEAAERE B ATARME Y /3 (diffuse large B-cell lym-
phoma : DLBCL) L Bl s h7:. B RBEFRITEE
BHETH o735, 2000 £ 2 B A5 LVD 100 mg/HEH
BUBIc, {baftiE (CHO i) RUHFRRBMmME
BB % HifT L. DLBCL 3R L ko 7. PR
b LVD % #&MRA LTV, 20054 4 B i< break-
through hepatitis (BTH) % 5t L (C ORH TOEE
27 4 N ARELRIEIT), LVD 50 F 2 ADV
10 mg/B %38 L 7. LVD+ ADV BFRSEIC & b
BREEEL, RFRYAVRIV PR—-EB T
2 BT FuZ#ThH 5 ETV ORI, 2007
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PREERI HAL 224 HBVI Y Pu—- L EEER
DLBCL =33 2 9 v _— ik B CLREBA L ko
7=

BEEEE : 2% : 77/ 41 FHE.

WIRE : 1 : BRBHF&% R BRBEREEE
EEE 7). «

EEE KRB L, BE: L.

ARRBSEE : #8170 cm, {6HE 69kg, ME 111/64
mmHg, R\ 8l/4, HIRNH, REEHEBRICANZL,
BIRSEICAELZL, EHBTLEE» SEFIIITTH
5x3cm O—HL & o FHHERELR V) ¥ M2 A, 15
MR TR (A2 LAIE RS CrREERH
Bdb), O0F - RFER, BHTHE K ESEL,
FEpfhaes’, PIEEREL.

FREEF RN R (Table 1) : (2008.6.23A7R : LVD+
ADV SEFEfRERT) MBAREICT AST82IU/L, ALT
12210/L, T-Bil ER %<, PT920% LHFFHMkiIMR
#FBNTwie. CLIA {2 & 5 HBs $ilit 14000 COI, HBe
HiE RS, HBV DNA 65 log copies/m! &P 4 WA
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VD

LVD 100 mg/day

ADV

TOF 300 mg/day

ALT
(lu/L)

200

150

>

LT TTIN
“'.0’

100

eeavsse gL

b,

50

Peoedd

HSCT (HBV carrier donor)

i

HBV DNA
{log copies/mL)
- 7

vl ALT 4 6
=6~ HBV DNA

L SPUPRPR U PSR IR S

0 3 i I
2008.2 2008.8 2009.2 2009.8

2010.2 2010.8 2011.3

Fig. 1 HBV 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 Cdomain  rt D domain rt E domain

L80 1169 V173 L180 Al81 TI84

Al94  S202 M204 N236 M250

LVD I L M
ADF
ETV

TDF

wv

G/C IV

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

F oMK% iEHI:. HBV precore (nt1896)/core pro-
moter(nt1762/1764) ix Wild/Mutant type Td Y, Geno-
type i C CdhH ot

FERBEA (Fig. 1) &BX ) ETV EERIHEBEIIC
X % BTH %5, ETV Bulife 5% 6 FE LVD 100mg/
B+ ADV 10 mg/ B OSFRMBEICEE L7, LVD &k
BICETV 2/ L84, SBICETV BEHISHR
FB5IE, CRITESABAELETAI LD
&, HBV DNA OXEERE RT) §iko7 3 /B
Hl) % 7. BE I Sl LA HBV DNA # PCR
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A TR L =%, INNO-LiPA HBV DR (ver 2 plus
ver 3) & direct sequence EB L U/ 0 —= Uy FEEICT
TANAEREHREL: (Table2). LVD HHERT
% L80I, LI180M, M204I/V:2H L, SHIZADVE
HERTHD AI8IT & ETVRHEERTH A L180M,
TIAL M2M4I/V S FELY:. B, 7u—=r /O
B RT #i8 domain B & C @ major 7 1 — ~ EFjiX
L180M+ AI8IT+M204I T&H Y, minor 7 u—r &L
T L180M + T1841+ M204V MRt & iz, BLE L Y,
SHEE HBV #I2X % BTH L iB#f s hiz.
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Amino acid No. 71 80 84
AB246345
(1)2008/08 —===m———=- J~eoMem e
(2)2009/02

Amino acid No. 121
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120

NLLSSNLSWLSLDVSAAFYHIPLHPAAMPHLLVGSSGLPRYVARLSSTSR

e s W s o o e e S e . o S o S ] " T o o o o S o S

170

AB246345 NINYQHGTMQDLHDSCSRNLYVSLLLLYKTFGRKLHLYSHPIILGFRKIP
(1)2008/08 - e e e
(2)2009/02 -—- e et ————

. . 180 184
Amino acid No. 171 181 191 204 220
AB246345 MGVGLSPFLLAQFTSAICSVVRRAFPHCLAFSYMDDVVLGAKSVQHLESL
(1)2008/08  ~======—=n MT—=I-==—~- I el T o e o e s o e s o e e
(2)2009/02  --=-==---- o e e
Amino acid No. 221 237 256 260
AB246345 FTSITNFLLSLGIHLNPNKTKRWGYSLNFMGYVIGCWGTL
(1)2008/08  —=———mmm—mm————— b e ittt Sm——-
(2)2009/02 ——cwemmrrm e ————— e S—=—-

. 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 peints are (1) at commencement of TDF/LVD
(2008. 08) and (2) at 1 weeks after HSCT (2009. 02).

LVD+ADV §EAfRERNG 7 88550 ALT 1 196U/
L L ®ffi%## L, /- HBV DNA i 54 log copies/m!
Ellog BEOBAIZEE o Tz, —7, BEIFF#&IC
4 B iEAskE s L FREEROWBEEED I L
6, % DLBCL o33 2 i R 2 2 e b2l
ABLERTRChotz. Lo T, SRAEERA
&EBOLE, 88 128X Y ADVICEZ T TDF300

mg/H OS5 2 EGL 7. TDF+LVD SFE#EoRs

# X @2 H% HBV DNA ROEBT & FRENKE L
Z, DLBCL {23 5 9 VR — Ui Td 5 {LERE:
(R-DeVIC % 3 3— R) & HAHRMRE (RAMER
§F & LC LR, KEHER, EBA~, total24Gy M
) REPPIHETTLIIENTEL. EHLIEL,

F/-EROHLA #—B L Twi-d, 5l &R HET
BBl (allogeneic hematopoietic stem cell transplanta-
tion : alloHSCT) M &hiz. LaL, ARTH2
Rb R HBV EEREX >V 7 CThY, E 52l
HBV DNA fitit 88log copies/m! PLE L BfHER LT
7r. BHFF—LLTEHRYANVARIERACEISYA
WAROET 2R LI2A®, FF—FA» o H5 0
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OHEBETEWHEET > u VERICT3RENME LR
Ldrot:. Lo T, FF—Rif HBV ICEHRER
BRI EERERELARE, Y AAREA0T
2000 4£ 2 B i allo-HSCT #%7h iz, HSCT HfTic
fisy £ VRO LR L RO LR EZHI-A5, HBV
DNA SEHECTIRIT & h UL Y Ex > | TROLEH
FEERKIIHBH S A, F-—diko HBV ARk
Y2EEESRE L E 2 ohi (Fig 2). HBV B&#%
Thiid TDF+LVD SERERES T REFTTH L
#z, TDF+LVD BEEtgdsitiz s nic. £, I
4 AR THLNETL, LEBTH 0BRL
{BEFCHREBL, ¥5ICHSCT#H 26 YARAT
DLBCL RELBMEMIEL TS,

£ ®
R 23 FEODLHEOH 4 ¥F5 4 ¥ Tk, fIEIEHE
FI~D ETV 5, XU LVD &5 TH HBV DNA
BERFOWEIRETV AU HXIHRIN TS,
L»L, ETVEIh X pcidfito LVDEEY 1
ARATHEASFEL, BIRSIC X 5 ETV RN



77 7+ UV E L ASHIRHE B M

BoOTREETETE 2. 7=, LVD BEMcHT
% ADV SERFHEDIY 4 M ARRIGERBIFCH 52
—EOEH CILBHRDRIEL, BEHHAORMEI
XY DB SHHREEROUEANTFNENS.

H4¥I4rickhi, LVD, ADV, ETV OwWwiho
SRS D TEBRATHMIL L 72413, ETV+ ADV SFH#
EHEWIETDF ERLTWAS., LI LLHS, bAt

ElCid TDF & B BB RIS T 2 R A48, -

TDF REMOBERMZ L wicd, BEATIXTDF
OFMECT 2 — BRIV

TDF i3 ADV L EDL-BEEZA L, BEkLzWL
LVD ZERERICHT 3 invitro TOHY 4 V AZRIIFIE
BELEhTWw3® —F, TDF i ADV iCH8 L TR
EOREHENE{, ADV @ 30 BROFSHTERT
SO ERLRT 4 VAR ERAT S AR
hTwa, £, ADV BS L o - MERRRIC X
SHMBETIE, TDF Bk 48 8% 512 & 5 HBe iR
Bt & HBe HUBREHESNIZ 3517 5 HBV DNA BRiE(bsE
1176%, 93% TdHh, ADV HERIEORSIZHETIC
LEIZ LD THoRY, Fi, TDF HERBRICOWT
X 3EMOBBRES T0% ERESh TV,

L HIZ#END 5, LVD & ADV OREREEY 1
A2 5 TDF Z AV @it orfishtn
%. Choe & X, LVD+ ADV £ H #t & & @ virologic
breakthrough %\ LGRS B %R L7: B BIFFEE
6 fllci LT TDF+LVD iRt 2T ook 5, 6
Fith 5 $1C1 rt181 % rt236 @ ADV GHEERAIHER S
HTW7=2%, 25157 12 % B ARIC HBV DNA HSRREELL
Feizh, TDF BFERHTHoloLBELTWSE?, ¥
7=, Bommel 5O Tid, LVD, ADV {#f 131 flic
#HLTEH 23 % B0 TDF BME#REfTooE 25,
1 #1% virologic breakthrough ¥ 8%, 79% 4 HBV
DNA BREELFICET LA BBREVC &I, LVD BiE
ERICHT 2 TDF H#RHRIIRECTHo 5, ADV
FHEERICHT 5 TDF iE#ARIIHEE T 5 (HBV DNA
RREELAT 08413, LVD MR ER#127 100% ISH LT,
ADV BHEERFITIIS52%) S L BRESH TV AEY,
—7, Patterson & i, LVD @&l E42 ADV E#RK
B RO 60 Bl LT, RIta#A ADV HERHRARF1IX
TDF Hi#i$ks5, ADV+LVD A#iz TDF+LVD $
A5 L L, &6 TDF B 24 AR5 ICB1T 5 RS
A EH03 TDF+LVD SERICBAT T 2 R & i % 9246

LTV 2. #5542 48 8212 46%, 96 5BH£IC 64% HSHBV
DNA BHEEPTISET L, ¥4 TDF Ao LVD &HE
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ER rt204 & ADV RHEER rt181 % rt236 I & 5 4t
HRENOEBIE 2h o b BELTWEY,

S h o0&, SHMEESICH LT TDF 4%
THAEILERTLLELIC, ADVEEERUBG TR
TDF BB 50 & 2 RBHR BB T 2T itEdH 5
SEERBLTWS, LAXH-T, ADVIRiEZEICH
LTS HEOEF T, TDF B35 Cii % { TDF+
LVD g R s hik.

LEFIL, ETV ORI, ThITCEARFT
Ho7: LVD+ ADV fER#ED & ETV Bk 5. (2%
EEIN ETV 5B A TREY 1 V ARER
TohTwizvads, LVD BHFICRELZ-BTHOT
¥yY—F»6, LVD BUEERMFBRICFET S Z LT
& h 5. LVD HEERIHIPNIC BT 5 ETV @ genetic
barrier X<, BHICETVHEERTHEE T2 L
MEBESh2H ETVRIESORELZI O EMHA
ENTBLT . RE2YTT54 7Y AB LU naive #£6]
T ABARRIANADEOREEBE LA ETV
HMBE~OEEN—BTiibh Tz, BEORR
Tid LVD RHEREMESCIX ADV add-on &HAEEIT
HaH, BEHEORRY*EADLELEMOITL { ETV
BHAODYBRIEFANI LI LIEET LI LIT
fish, SHIEISHARMUYERY MV AOHANRHE
na.

7., ST AEMEY o FICHLT, HBV 4 Y
74 F+—& LA HSCT 2S£ & /= HBV Bt I)-—
25D EHBH T, HBV BEIIV YL Y MO
Bd B, ARRFF—ICHT2ERT IO
294 NVAarbo—nE LI ¥xy MIHT 5 HBV
o FrBEIEREINTVEY. LALLds, Hr—
ATRBREMOYA VA Y bu—icd$ 5 Fh—
ORBEFBSAT, 36V FIEBEICHBY
BESRILTWAI AL, WTFhOFHMAED
o tizhehol. £ BHEK—BAEOIINV
AN B, BRELLTYAVARFF—HE
OFFEHTH Y, BHT 5 TDF+LVD SEEMEICLD
BIFEBERLE. RANFACEY TR, B3
HBV sk BRI 2887 - o VBHOFHR
BiIZowTORERLS L, TOHBRTHTH S,
b LEBIRSASER L LS T O HHEERI R WA
2BIRT 2 Lk h HBV OMMIZMGITREC, Wi
SRR ERTARBERL LW LTSRS,
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LVD, ADV,ETV ow§hil b @R RSt
ERMAGNC & 2 BTH £ 4E LBy » a6 B
BSOS LT, TDF 5B L - —f e 85 L /1.
&t DHFETHERT v RS oRPICE
Vv, SHREEREATIEFAOHANTRENL S

10 i3 B

®w =2

Eh6, HBV ST % TDF REGREN i s,

B« QR — ¥ £ TRt s, AR AE Y

¥ —mi - SRERER HEMEREEICRBVWLLET.
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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 lio"", 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 a 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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