H IS

1 (7), 2012 599

@i #i

M il
A HH

RV M 120 LA T a4 RB X O Eiki#v G- hIc58E L7
de novo B BRIt 9@ 1 #

pii1=E I N N v
B BIHE AR IR

EEERIIE 56 B MNEREEREZREENICENRERERREREE 252, SHEMIMTEMEE
B % (fibrotic non-specific interstitial pneumonia : f-NSIP) MWD S E, XAFO4 KNIV XEE%E BT
#I12, 7L RFZvyO> (prednisolone) XLV OXERY > (cyclosporin) 12 & 3 GGl L« Bl
U 7. BERIARTOME HBs #F, HBs fifd, BERF X7 1)L X (HBV) -DNA [EWThEEMTH - 7277,
HBc A3 BIE L e h > f-. mEFIEERSE 35y BRICIHEEEEZSI EEL, BEAEL/-HBsHES
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Fig. 1 Chest X-ray on second admission showed retic-
ular shadows in both lower lung fields.

FEPETh Y, HBV OIRGLERIL 72\ &HI L 72,

SHEWXI Y ZAF0 4 F8VAHEE: (AF VL R
v 1 ~ (methylprednisolone) 1.0g/Hx3 HR) %2
[l fi 47 %, 7L F=v 1 ¥ (prednisolone : PSL) 30
mg/HBXW®YZ7a xR » A (cyclosporin : CyA)
100mg/H % PRBAME L, Z % PSL & 25mg/H T
Wk L7z, L2 L2055 H 6 HOKET, B{EIA,
AL, WA REMAEOWE RO 5T, F /2 CyA
DO bT 7l 47 ng/ml ELIRIETH 722 05, FH
X ) PSL30mg/HB LU CyA 150 mg/ H IZBg& L 7-.

HEHEBGR 3 Hi%, 6 HS HORIMTIE b v A7
IF—EDOLEANRO SN T FIIEAVENEE R
W, ANV T 7 AMNFHY—-b) X T LA (sulfa-
methoxazole-trimethoprim, /87 #%) k35 & &
12, HBV-DNA # fJE#l % L7-. % H, HBV-DNA
DAL S22 & X ) HBV HIEMEILIC X 2 T
KOZWIZED, 6 H22 HIZHE 2 HDABEL o7z

ABERFBE © & 1 1713cm, 1AE : 891kg, ki
B, K :36.5C, Il :114/80 mmHg, NMR4A : 70/
min « B, [IREE - IRERKEICE M - #EIEEO . EBIE
U SENE AR, R AR S A T SR s
ZIER L 72, DAEEIERRD . IO T
RO, WBEIdIRE. B - BTSRRI
FIZRRD T, X280 7. AREN R T RO

i B X B E (Fig. 1) @ W FiisF 2 o L
7eBIRE & RO 7.
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Fig. 2 Chest CT scan on second admission showed re-
ticular shadow and ground-glass opacities, predomi-
nantly in subpleural areas of the lower lobes without
a honeycomb shadow. Volume loss in both inferior
lobes was observed.

7225, HBc HURITHIE LA d o 7z, 8 2 o H A FBekE,
FRFEREREDIRIMTIE b5 ¥ A7 37— B L OIHEHR
HEO AR ON, F-ABER, 6 H8 HORIM
TlZ HBs PUE B £ O HBV-DNA @ FHzit (TMA-HPA
% 1 7TALGE/ml) »Sio oz,

R R (Fig. 3) : HBs $iL/i - HBV DNA o Bzt
BIONF v AT IF—¥ERH LY, HBV FEMEALIC
£ % de novo BIIF 9L BWr L7z, ARitk, PSL =3
LU CyA HIED 9 2T, entecavir (/N7 7 )V— F¥) 05
mg/H %Wk L 72, entecavir B#G#E, FI VAT
IF—¥OLRHIZEP LA, 28 HICIZRLE ) v
¥ 134mg/dl BL U PT% 587% F THEAL L BHEfL~
DORATHEE S N=7280, 55 29 7 H I H Ml % ~IK e
Lotz WA TIRENNBREZITO b BREF£% 5%
$E L, fBEs 40 5 HICFELC L 7-.

z =

AHEBI D> &, FESEE RPN 22253 2l o
R BWT S, HBs PURFEY: HBV BRGBEAH 2 5
HBV FEMALIZ X % de novo BEINF %% 2721, F#%
WARRTH BREMNAVRE S 7z, MEMM RO GRERN
TS de novo T4 % & 7= L7k 132312 7% <,
HBs $UE M HBV F v 1) 7 2> & O FFRFEREB 25T A
PO 1FREENTVWDEDATH S,
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Table 1 Laboratory data on first and second admissions.
First admission Second admission

[Hematology] [Serology] [Arterial blood gas (room air)] | [Biochemistry]

WBC 7,900/l CRP 0.21 mg/dl pH 7428 T-bil 1.3 mg/dl
Seg 43.60% HBs Ag 0.7 (=) Pa0; 62.9 Torr AST 196 IU/L
Ly 38.80% HBs Ab 86 (—) PaCO. 440 Torr ALT 578 TU/L
Eo 6.70% HBc Ab not evaluated | HCOs;" 284 mmol/L LDH 5151U/L

RBC 374 x 10" /ul HBV-DNA (=) ALP 2551U/L

Hb 12.8 g/dl HCV Ab (=) [Pulmonary function test] yGTP 136 IU/L

Plt 14.1 x 10" /ul FEV, 2551

[Immunochemistry] FEV.% 90.10% [Serology]

[Biochemistry] KL-6 2415 U/ml TLC 398L HBs Ag 45830 (+)

TP 7.7 g/dl SP-D 617.0 ng/ml %TLC 71.30% HBs Ab 83 (-)

Alb 36 g/dl RF 5.6 %DLco 44.40% HBc Ab 1229 (+)

T-bil 04 mg/dl ANA <40 HBV-DNA 74LGE/ml (+)

AST 251U0//L Anti-DNA Ab  (-) [BALF analysis (Rt.B%)]

ALT 3710/L Anti Jo-1 Ab (=) Recovery rate  91/150 ml

LDH 2631U/L Anti-SS-A Ab  (-) Total cell count 4.0 x 10°/ml

BUN 16 g/dl Anti-SSBAb  (-) Macrophage 65.0%

Cre 0.77 mg/dl Anti-RNP Ab  (-) Lymphocyte 24.0%

Na 141 mg/ml AntiCCP Ab  (-) Neutrophil ~ 2.0%

K 40mEq/L P-ANCA (=) Eosinophil 9.0%

Cl 105 mEq/ml C-ANCA (=)

[Urine]
Analysis normal
l lL mPSL pulse Changing hospital
PSL 30mg 25mg 30mg 25mg | 20mg [ 15mg
[ CyA 100mg | CyA 150mg ETV osmg |
PT%(%) 93.0— 76.8—58.7
s00 18
soo |31 | [4r6 6/8 /\ _ | 1a
HBs-Ag 0.5(-) | | CyA trough H Bs-'Ag 3.5(+) / \ l ‘2
HBV-DNA (-) 47 ng/ml HBV-DNA 7.4(+)
ALT 400 1o T-bil
aum l / / (mg/d1)
300 8
200 ALT / s
4
100
I .
° oy A6 B 68 622 714 719 °
KL-6 2415 2382 2738 3195
% TLC(%) 71.3 75.6 66.8

#t3k, HBs HUE &M A> HBe Hifk 2 L HBs HiikF
PEBIIE HBV ISR & S, BRIICHEBOIRE &%
L2 L 2D X % BRGEAAR T b <
FAY M HEAZE IR NI IR L XL 72955 HBV-DNA o % L
WEBMERL TWwD & 3N, M@ cytotoxic T-

AN TE.

PaO,(torr) 6

2.9(room air)

59.8(room air)

Anienl

mPSL : IllLl;l_Y:]}l Ani

Fig. 3 Clinical course.

I PSL: pr

CyA : cyclosporin, ETV : entecavir

lymphocytes (CTL) % r.0& L7zl seE %, HBs
Ptk Z bl & L7212 X 5 HBV HEBRBEREIC X 1
BEHSPIH S T B0 2 S HBVIEGEEE BN L,
T IIHIE D % AR HBY G L% & 72 L CHET
59813 de novo BEITFR L IIEN 5. Hui & O #HEY
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TlL, de novo BRI KDEFK %A, O HBV EGEHED
& B BEHEDRIE PRI % 2R ICHE, @ HBs LR O
Mk, 3 ALT 2% 1IE% @ 3150 Lo B4, @ HBV-
DNA 7% 10° copies/ml L LD EH-&E LTw 5.

de novo B BRI 2131 E M AREE 5 B IC BT % 1) Y
F I3 T TORIEH DAL . HBs PrEEME HBV
RGP DMLY VSEREBNZR LT Y F =T+ R
T 0 A4 FHAAbE AT, 122~238% & D E W
IFRIFERZH L, FFRIEER D 27% D BIFEL L,
Z0IH)BLOIEHREN100% & FHIE DD TR L i
ENTWAHYY )y F <713 CD20 FEHIEHE B fiky
DHERRT A 720, WERIEOMEDITA,, BMgH kD
FA AL RPUEIRIC X B CTL OIGHEEIC X )
MO T b & 72 L, HBV FEMEALZ i<,

AFEBITIE, AT 04 B2V R %SGRtz
PIREIIGIE L7228, @HE DA T a4 KB X Oz
\2& % de novo B RINFRIEIEDHER T DOFHIIHS 5
TV, LALBASY <7 E O stk B4
%l ORI X A RERIIH A S, Vo=
TP B ORI BT 3 B S E ek v, HBs BU
B HBV B BEAE o 38 35 FE B H 6 FES (17.1%) 12,
HBV-DNA Ot b8 b, €095 3460 (50%)
2L, PSL+ 27 ua kA7 7 3 K (cyclophospha-
mide) G TE oL OREDVH L. 2704 F
W RPEIIHIVER 7217 T < HBV 7/ 2N ® glucocorti-
coid responsive element (ZfEH L, &7 A VA DEENHE
I EE535E 31, ZOBE»5 S ARERTIZA
TOA RV AFEEZILOE LzEHEOATO A, F
¥ 5-2% de novo B BINFRFEIEITHEEL 12 L E 2 bz,
F 72, CyA #%5-HIC5E L 72 de novo B BUF 2 0 i
WA EINZEZ LN 5Y, KEFTHIF LA CyA o
EIHIER A HBV OFEMHALZ B R L 72 W ek 23% 2
SN7z. —7J5, CyA lZiZ in vitro T HBV #HEIZXd 5
HEERAZH 5 &3 285", BRBHEF OGRS
B L CTIFN & CyA OffREOA M2 5 U7 iiE 28
H5". L»rL, HBV FEMALBICHREHEE LT CyA &
iz <, REFICBWTH 41X CyA Dfkki
WZE ) ZoRENEER 07-0 8 5 7% % HBV Hiliz &
7oL, BE7ru s CidMiasnel s L AkL,
JEEEMEEIZT YV b D) 2T CyA 2k L7z

de novo B RUFRIZBIFEILEN R BIRMWTH S 2 &
X0, PHIPEEE SNDL. EASGEE O BRI R
WAL SR AT A K54 2 Cld?, Jbmes: - el
FBERICAZ ) —= v 7 LTHBs LR DA T <
HBc #iifk - HBs Hifkz % L, HBs HulE k5> HBc
Pufk 7z v L HBs $iLik B 6 2 HBV Egeli a6 & LT
EEHL TS, F7/- HBV BEEAHIE HBV-DNA &
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wIRA % tifT L, HBV-DNA AWtk 0¥ & 3m 7 - u
7 OF¥Rit 5 %11y, —JiTHBV-DNA 28084
SRR B UG 72 12 HBV-DNA 2 HE=% 1) ~
7L, Bl b L7 CoOMERT Fa 75 23R L T
W5, HBV-DNA #E=%"Y 7L, BIIHEFELZ G
THMRE LCix, HBV FIGEHAL OB 255 &
HBV-DNAD GRS EE# 18585475 5 & D" %,
FRIER IR 7 1 7 2 555G LT BEELIZ M
HWTERWEDOHENT L 5. AREGID S5 55N,
T I HIEEE AR HBe PR Z E T RETH - 72
2 & TH 5. HBe Ptk & b2l HBV-DNA &=
2EZSY UL, Binfb LR CHREMEICa >~
PNV DI 2, BT a0k 2T RETHo 7.
—HT, kb L72BEAEG 84 o B B 2B iG AL 5
HARITA T, EOREDRIFIHIHEITH LT
HBV LD A7) ==V &2 TREPIZDNTO
I v, AERIZ 2T, BPREEERTRORERICE L
T, A7 04 B XORENH#EEHEZEf TR s
V==V §RETHDHEERD. 7oA T A FHM
HHIZBWTD de novo FREFREL-HESH DY,
HEF TIPSR Eo A5 a4 FEMGAEERE D FRk
AT ) ==V TRITIRETHDEEZD. 722 LE
PREEN R BE20 s, A7) =2V T ERITH)RENR
HPHZ W O 2T 2 MENH ), SHRBE LG % %
THEVZD.

RS [P i 9V 2 k)3 B SRR IR & AT I3
JEL, BIEWRRME % 72 &5 72 de novo B BT 1 4
s L7e. AR O PR NG IR 3 B R L o
IR de novo B RIFROFIENHE 2 5 2 L 5T
SN, EMEES - BRI OA TR, SRS
TNEHI CHEEPLETH 5.

W RRER OB - BEICEEL, TECRBY ¥ LR
70 =y 7 ORGSR LET.
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Abstract

A case of de novo hepatitis B virus infection caused by immunosuppressive therapy for
idiopathic interstitial pneumonia

Toru Tanaka, Yoshiya Tsunoda, Shin-yuan Lin, Yohei Yatagai, Akimasa Sekine and Takefumi Saito
Department of Respiratory Medicine, National Hospital Organization Ibarakihigashi National Hospital

A 56-year-old man presented at our hospital with an abnormal shadow on his chest X-ray. He was diagnosed
with fibrotic nonspecific interstitial pneumonia, and prednisolone and cyclosporin therapy were initiated after
steroid pulse therapy. Before initiating an immunosuppressive agent, serological tests revealed that HBs antigen,
anti-HBs antibody, and hepatitis B virus infection (HBV)-DNA were negative, but anti-HBc antibody was not
tested. During the first 3 months after immunosuppressive therapy, his serum transaminase levels increased.
Also, HBs antigen and HBV-DNA became positive, indicating the development of de novo hepatitis B virus infec-
tion (HBV) resulting from the reactivation of a resolved hepatitis B virus infection. On the fortieth day after ad-
mission, he died of hepatic failure in spite of intensive care. Intensive immunosuppressive therapy, such as ritux-
imab therapy or stem cell transplant, is widely recognized as a contributer to the development of de novo
hepatitis B virus infection. On the other hand, it has never been reported that conventional immunosuppressive
therapy for idiopathic interstitial pneumonia may cause de novo hepatitis B virus infection. This case report indi-
cates that de novo hepatitis B virus infection with fatal prognosis can be caused by conventional immunosuppres-
sive therapy for idiopathic interstitial pneumonia. At the initiation of this therapy, it is important to detect the
history of hepatitis B virus infection by checking patient’'s HBsAg, anti-HBs antibody, and anti-HBc antibody.



