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H BV__5—|'£ 'lE“: O)&‘EFE & U Z7 (pre-rituximab era)

HBV
YR ®HY
%?;Ag 20—50%
T—3%L)
HBsAg(-)
T JRH DI JRHHY
anti-HBs(+) 1.0—3.3%V2 14-20%
All marker
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2) Hui et al. Gastroenterology 2006 (131) 59
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Dervite et al. N Engl J Med 2001 (344) 68-9

Re.ce.ivm Rituxim ab

To the Editor: CD20 antigen is expressed on most
B lymphocytes. Therefore, humanized monoclonal antibod-
ies to CD20, especially rituximab, specifically kill Iym-
phomatous and normal B lymphocytes by means of cyto-
toxicity and apoptosis.! Few infections have been reported
in recipients of rituximab. A lethal reactivation of hepatitis
B virus (HBV ) infection occurred in a patient who was treat-
ed with cyclophosphamide, doxorubicin, vincristine, and
prednisone and rituximab.! We describe a patient who had
antibodies to hepatitis B surface antigen (anti-HBs ) but not
hepatitis B surface antigen (HBsAg) before rituximab ther-
apy and in whom anti-HBs d.lHJ.ppE.l[ ed and hepatitis B de-
veloped.
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Hui et al. Gastroenterology 2006 (131) 59

XIRFHiE:
‘HBsin|RIZME D E ) /7 \E24445]
EHGER, £ B LB EEITH

EEEHMER SF[E
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(range, 0.1-65.0)
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serum HBV-DNA, HBsAg, HBc-Ab, HBs-Ab, HBV-DNA sequence
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Yeo et al. J Clin Oncol 2009 (27) 605

XTFRHiE:

‘HBsin|RIEMEE )/ \fE*80I . EHLHEHI .
R-CHOP4,LLIZCHOP-likeL o A #FE1T,
“Hg—1 847 UEAMKMBRE Bt REDQAER S

EFRENEE 44 (2003F M H20064F)

EHI[CHEWNTRER (L2 — 3Lﬁﬂuk~ﬂ:ﬂ§‘f£
O A6 —8E R ED T+
1%# IEEA L\Tﬂq:*ﬁ- .

serum HBV-DNA, HCV, anti-HBc, anti-HBs etc.
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Yeo et al. J Clin Oncol 2009 (27) 605
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HBVE REIEDFEEELEIRY (rituximab era)

Kusumoto et al. Int J Hematol 2009(90)13

HBV

HBsSAgQ
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All marker
. S

euesgr  UVFRLYI+  EndBe

1) Lok et.al. Gastroenterology 1991 (100) 182 ATOAGEH i 2542 4B

2) Hui et.al. Gastroenterology 2006 (131) 59 3)Yeo et.al. J Clin Oncol 2009 (27) 605



HBs#/&. anti-HBc. anti-HBSIu{AGEERDLLE (&# vs BF)
Kusumoto et al. Int J Hematol 2009(90) 13

Hong Kong N Or Y, 32PN (Nagoya)

HBsin/& 12% D 1.5% 4

(+) (78/626) (56/3874)
Anti-HBc 76% 2 62% 3 20%

(+) (94/124) (152/244) (764/3874)
Anti-HBs 65% 2 589% 3) 22%

+ 81/124 ‘ . e
) (61129) mes
Anti-HBc (+) 7904 2) 71% 3) 23.200

andlor (9g/124)  (173/244) (899/3874)
Anti-HBs (+)

ycl el al. viell V O S
3) Hui et al. Gastroenterology 2006 (131) 59
4) Nagoya City University Hospital (¥ilnRT#RZ38744#%{4/2005-2006)
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JAVE v T Yeo et al. J Clin Oncol 2009 200146 A
Kusumoto et al. Int J Hematol 2009 7%&E 23K
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Esteve et al. Gut 2004
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Adalimumab-induced lethal hepatitis B virus reactivation in
an HBsAg-negative patient with clinically resolved hepatitis
B virus infection  Matsumoto et al. Liver International 2010

71w X% BEEIOIF
HBsAg-negative, seropositive for anti-HBs
(not available for anti-HBc)

2007448 Infliximab+MTX(10mg/w)+prednisolone(2.5mg/day)
20084E8H Infliximab===Adalimumab (40mg s.c. every other week)

2009478 Acute liver damage (ALT 674 IU/L)
Seropositive for HBsAg, anti-HBc, but seronegative for
anti-HBs
HBV-DNA level; 9.0 Log copies/mL
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Brief Report

Reactivation of DNA viruses in association with histone deacetylase inhibitor

therapy: a case setries report

David Ritchie! Richard L. Piekarz,? Piers Blombery,! Laszlo J. Karai,® Stefania Pittaluga,® Elaine S. Jaffe,?

Mark Raffeld,* John E. Janik,* H. Miles Prince," and Susan E.

‘Department of Haematology and Medical Oncology, Peter MacCal
Victoria, Australia; *Medical Oncology Branch, Center for Cancer Re
‘Laboratory of Pathology, Hematopathology Section, Center for Cai
Health, Bethesda, MD; and *Metabolism Branch, Center for Cancer
Health, Bethesda, MD, USA

Histone deacetylase inhibitors are a class of anti-neoplastic
agents that induce growth arrest, differentiation, and/or
apoptotic cell death of transformed cells i vitro and i vivo.

A phase Il study exploring the elficacy of romidepsin, an
peripheral T-cell lymphomas was initiated at the National
Cancer Inmver 120 patients with T-cell
lymphoma have been treated on a multi-institutional phase
Il trial of romidepsin. Reactivation of latent DNA viruses
including EBV, HBV, and VZV is well described as a conse-
quence of the immune suppression associated with sys
temic chemotherapy. The incidence of viral reactivatis

patients treated with histone deacetylase inhibited 5 not
yet known. We report the observation of EB¥associated
illnesses in 2 patients and the reactivation of HBV in an

additional patient treated with romidepsin. These cases
may represent reactivation ol DNA viruses due to histone

Bates?

PTCL
HyperCVAD=>3h A £ B H
Auto-PBSCT=64 B 2 B H

Phasell ZEkBIHBsAgfET4E (—)

)IXTTUN DR D FIR
HFBERFEICEBLWTEIEITAS

B

Keyz vA virus, histone deacetylase inhibitor,

_tiation: Riichie D, Piekarz RL, Blombery P, Karai L], Pitialuga
S, Jaffe ES, Raffeld M, Janik JE, Prince HM, and Bates SE.

Reactivation of DNA viruses in association with histone deacety-
lase inhibitor therapy: a case series report. Haemaiclogica 2009:
94:1618-1622. doi: 10.3324/haematol. 2009.008607

©2009 Ferrata Siorti Foundation. This is an open-access paper.
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BENEICEDEVAIREND S,

‘Yeoisld., 32 DHBVEEHIEIF X ICL TSI TR E
Z1To1=&2A. 545 (16%) [FFETE. 22451 (69%) X £ B L FHE
FrP I LIS EI A3 /UM ETHE,

(J Clin Oncol 2004 (22) 927)

AFRIZHEWNTEH,. Umemuras (ZEED2MEBR FF R EEEEIL
T.HBVEEHILIZEAIF X TIZBEIEILER (27%vs 7%) B &

UBIAERF £ FET=2E(100%vs 44%) BN E W EEHE,
(Intern Med 2006 (45) 747)
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HBsSAgQ

fZ 1%

HBsAg(-)
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and/or

S 12-23.8% 14-20%

All marker
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1) Lok et al. Gastroenterology 1991 (100) 182 Z'T'E"fFﬁfﬁﬁ H@%ﬁ*@*@

2) Hui et al. Gastroenterology 2006 (131) 59 3)Yeo et al. J Clin Oncol 2009 (27) 605
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(Gastroenterology 2003 (125) 1742)
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— AT, 23700528 h BT . IEEEE
R ZHBVEESEIE A3 (4.6%) IZER&T=,

(J Clin Oncol 2004 (22) 927)
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BRI X DABIARSAY

BENRIE, ALT231IU/LT: HBeln[REEIE, HBV DNAR 5 log copies/mLELE,
HBehu /R &L, HBV DNAE 4 log copies/mLELE

=7 log copies/mL

<7 log copies/mL

35m%
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35m%
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@ IFNRRIERE (S ALLL)

HBeln R IE 4 @ Entecavir IFNEHIRE (3B LLE)

@ FBEH= .
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HBeln/RiEH | @ IFNE#ZRS (SMALLE) . b 4= I [ — ,
£ BN EEnteoavit (F2LL EDEFTHIZIXIFN, Entecavir )
(D Entecavir .
: @ Entecavir

HBeltREBEE | @ Entecavir .
HBe}iRIEY | Entecavir Entecavir
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HBVE ZTEIEDHEREE) XD (rituximab era)
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1) Lok et al. Gastroenterology 1991 (100) 182 7\'7'U4F9T'Fﬁ H@%ﬁ%#ﬁ

2) Hui et al. Gastroenterology 2006 (131) 59 3)Yeo et al. J Clin Oncol 2009 (27) 605
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HBV-DNA LR FF 2 R 5E
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median 12w median 10w median 9.5w
(range, 0-12) (range, 8-12) (range, 4-16)

Hui et al. Gastroenterology 2006 (131) 59
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HBV

HBsSAgQ
P 1%
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2) Hui et al. Gastroenterology 2006 (131) 59 3)Yeo et al. J Clin Oncol 2009 (27) 605
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Screening: HBsAg, Anti-HBc, Anti-HBs, HBV-DNA

HBsAQ (+) (1.5%) | Anti-HBc (+) and/or Anti-HBs (+) ENGEGRAREUL
(23.2%) Anti-HBs (-)

(75.3%)

HBV-DNA, HBeAg, Anti-HBe HBV-DNA
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坪内　博仁　鹿児島大学医学部消化器疾患・生活習慣病学教授のご厚意によりスライドをお借りして提示いたします。
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Investigator %I R AT FHERBHIRHE
Hsu Anti-HBc(+) HBV-DNAE=4!>%  200947H
(Taiwan) DLBCL or FL, 1504 GBS, BEZR1IEM)
NCT00921229 (R-CHOP) Single arm, 147 5%
Huang Anti-HBc(+) Flhtx 5 vs. FX&EESE 200944 A
(Taiwan)  BHEREIEU>/\IE,0045 S LML LB E R
NCT00926757 (L AVEERLZL) B gy

Our study Anti-HBc(+) and/or HBV-DNAE=42'>%  2008%9H
(Japan) Anti-HBs(+) (A1l[El., %155 H)
UMIN Bififa € /\f&, 32151  Single arm, 53/ :%
000001299 (R-CHOP, R-CVP, R-
THP-COP, R-C-MOPP®
Lyg uhy)
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2) Hui et al. Gastroenterology 2006 (131) 59 3)Yeo et al. J Clin Oncol 2009 (27) 605
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