BATHEVY, EE g o HBV BE IF 2 13 i
S, ¥y TRENHENS HIIIE
ZHELDEHEEENS.

WRRIER BT B S & BB TIE60~T70%
%HAV E HBVASEHTWA DK L, HE
PER T IR R B L O CRIEMIF D
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#*=8 £t,c
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R 39.1 34,855 %

THALE i 361 138 34.6%*
B 47.1 10.9 39.5%**
BEM SN EEE 497 131 40.9%**

wxx:p < 0.001 GHEIZIEL

REES KUGEHHE'S 2

BUFERF #4250 2 WaHEIE S S ClEe O
bONRIHLNTE(ET) D, HIEL LK
Eﬁ%’%b’io‘WTﬁiE‘u{’C“Tﬁ(é*ﬁ?%@ﬁt%ﬁE% Lz

REEE R, IBESEGTRESET

T
187 TSN
il 28.6 38.9 433 459
it il 154 17.9 12.3 17.9
A
HAV 60.0 56.4 58.1 72.7
IgM (+) HBV 34.3 40.4 35.8 36.8
IgM (—) HBV 16.5 10.5 21.1 13.7
JEATEB 18.8 20.1 16.8 27.0
R 21.2 23.1 26.7 36.4
#AH=E (%)
707
60
50
=X 40
5
& 30T
£
20
10

0
'83 '84 '85 '86 '87 '88 89 '90 '91 '92 '93 '94 '95 '96 '97 '98 '99 '00 '01 '02 '03
FE

4

FPARRE 5115 - 20054F7 A

BIFEIT % DR BRI AR 9B A R O %

13

— 121 —



LHE—DEEETHDHEEZ LNTNE D,
HAETIEMIEFBES TN S T LTk
DTHRVIOEEL FF— & Lz gHF
BREAE K L, 20034 O £ETid BT 45
D2AWBVATON, TDTBEBD KA ST
%20, g@@n$¢%a@%rﬁ%mzwé
?him% ITICHELT 520, R E R
%~Lﬁ~#ﬁ%¢@i%%ahﬁﬁé
B, BIEE I AN NRAE R LB
B A7z, BIEOERIZ L) ARERRIET
LAEEMLE L CWEEER 5. %bﬁS
WRLZZE D WEELAIEL IR LY
u,ﬁﬁ%#zt<ﬁT¢éi#@T&<ﬂ
BWOBISINI 52 L b5 00, S0HE
T EEOARNERNEETH 5.
%7K,bﬁﬁKﬁH%Wﬂ%%$&®%
wRT. BT 2 B G- DEER
Eﬁmmu MEEASHR & MR B EN I L 5
FERiBRIE LRI REA T O A F, PustREE
B BT AV ARRIE E ORI IR
oTwheEz oMb, BIRREATOA
I3 19904F /i 2 12 — B 2 L 7225, i 4E
0% ANHATEND EFTICHoTWA, #
VANWVAEEREE LT, IIT7VOMBEOE
At B3>, HBVOMHE 5% 2 THBVH
HEFEFROIZEAEIFER IR TWE &
25,

T fip 2 213~20)

®9, MAIZARWNHGEOEBLIRT.
w%~m%$®ﬂ?ﬁki%$ﬁ$i%ﬁ
FFRBMRITT71%, WAMINT81%, BiE

FEA LR TT78%, LOHFT73% & % o Tw»
L. L72o T, NEH &R EER Tw

HBV Ofan sz 4 CmERR S T,
BIRTIIRBIEIZITHCT 5 MBI B8
NTVEDIIHAVOATH Y, o E I
L2500, FCHSMER G IR S

BELPLNENREL D L LESH D L
ERAbNE.
X

1) Gibson AES, O'Grady JG, Ede RJ et al : Late on-
set hepatic failure: Clinical serological and histo-
logical features. Hepatology 6 : 288-294, 1986

2) Editor : The acute liver failure study group.
Hepatology 36 : 1326, 2003

3) Rossaro L, Lee W an the acute liver failure study
group : Acute liver failure: early referral is the
Key. Prac Gastroenteml 28 :15-42, 2004

4) BT TAFNA74F B BUE T A2 B SE SR A BL
%ﬁ%ﬁuﬂ. J’i%# B TEEEoFE, B
9 o] FAENIEHE, BRISOFEERHEN RIS
£, 1975, pp23-28

5) RERE : BEFALEELS  TRITEE
HEERERE [EEEORFK) AR,
B2 A E, 1991, pp85-91

6) F W EEMTEEOSERFATRE B
HEBFRERBIZET HEENR, TRSEE
BrgesEiEsE, 1997, pp23-27

7) WERE . [FREEGEE] EHEEDOHEIG
e, BUEFAIC B2 HBHEOEE. FRE
BSELEE, HANBMALMEASTHE, THX
Sh, BINA—IR. BEBREEELAM, 1991, ¥,
pp4-12

8) Muto Y : Present status of fulminant hepatitis in
Japan. Gastroenterologica Japonica 28 : 120-127,
1993

9) McNeil M, Hoy JF, Richards M] et al : Aetiology
of fatal viral hepatitis in Melbourne. A retrospec-
tive study. Med J Aust 141 : 637640, 1984

10) Papaevangelou G, Tassopoulos N, Roumeliotou —
Karayannis A et al : Etiology of fulminant viral
hepatitis in Greece. Hepatology 4 : 369-372, 1984

11) Kim WR, Brown RS. Jr, Terrault NA et al : Burden
of liver disease in the United States: summary of
a workshop. Hepatology 36 : 227-242, 2002

EDRRO LN L, FRBEORAERTLI%IC 12) Bk —%=  SUHAOBELTHMOET 55
3 RAEY, #HAMEENIKRE LTk L 9. BASHMEMERENE EATEOE

# REE) , P EHEE, ,
CVBEShEDAER G RED T B EE) | PHISE LR 2004
14 FPRERE 51% 1% - 20054E7 A

— 122 —



pp123-130
13) Sato S, Suzuki K, Takikawa Y et al : Clinical Epi-
demiology of Fulminant Hepatitis in Japan before
the Substantial Introduction of Liver Transplanta-
tion: An Analysis of 1309 Cases in a 15— Year Na-
tional Survey. Hepatol Res 30 : 155-161, 2004
14) ##HM &, BEEE  ERSEC BT B BEF
2%, LOHFOZERE. HiHsE 99 @ 895-904, 2002
15) FEERTE] : BUEAT 4, ERMIFA4 (LOHF:
late onset hepatic failure) D4E&EF (1998) .
By @ EmrEmbhe (;Eff o R B
WIRIFZEEE) | FRIIFEEHES. 2000,
pph9-62
16) FERWR © BUEAT 4, ERMEFA4 (LOHF:
late onset hepatic failure) D& EEET (1999) .
SESHRAFWEERDE (HEHEEOTEE
THREFIEEE) . FRI2EERSEE, 2001,
pp24-31
17) BEEWEF . BUEMF % EWFA 4 (LOHF:
late onset hepatic failure) D& EH£EE (2000) .
FEHHFEHEEHDE (HBHEOFER
ﬁ%ﬂ PEE) | FRISEERESE, 2002,
pp87-96
18) MEERFFE : BUEM &, ERUFTE (LOHF:
late onset hepatic failure) D4 EEE (2001) .
EEsEBFmaigwmiie EEEOFEE

HARAFFEEE) | FRI4EEHREE, 2003,
pp81-90
19) BEERFE . BUEM%, ERMEFA 4 (LOHF:

late onset hepatic failure) MD-EEEET (2002) .
EA%EREMEEHENE (BEEOFRE
HIRFFEEZE) | ERIIEERSESE, 2004,

JFRERE S1&1% -

— 123 —

pp85-106

20) BRERTAE : BUEN %, EXEMFR% (LOHF:
late onset hepatic failure) O£ E%£EF (2003) .
EEGBEENRERD S (EEEOFERR
RAFFEEE) | FRIIFEEHRSE 2005, FIRIF

(&5

21) Garfein R, Bower WA, Loney CM et al ; Factors
associated with fulmenant liver failure during an
outbreak among injectiondrug users with acute
hepatitis B. Hepatology 40 : 865-873, 2004

22) Bernuau ] : Acute liver failure: avoidance of del-
eterious cofactors and early specific medical ther-
apy for the liver are better than late intensive care
for the brain. ] Hepatol 41 : 152-155, 2004

23) Lemon SM, Gates NL, Simms TE et al : IgM an-
tibody to hepatitis B core antigen as a diagnostic
parameter of acute infection with: hepatitis B vi-
rus. J infect Dis 143 : 803-809, 1981

24) Shiodt FV, Fontana R}, Larson AM et al : Auto-
immune hepatitis — induced acute liver failure in
the United States. Gastroenterology 122 : M 1638

(Abstract) , 2002 °

25) Makin AJ, Wendon J, Williams R : A 7 —year ex-
perience of severe acetaminophen — induced hep-
atotoxicity (1987-1993) . Gastroenterology 109
: 1907-1916, 1995

26) Rolando N, Wade J, Davalos M et al : The system-
ic inflammatory response syndrome in acute liver
failure. Hepatology 32 (4 Pt1) '@ 734-739, 2000

27) Lee WM : Acute liver failure in the United States.
Semim Liv Dis 23 ; 217-226, 2003

200547 H 15



(HERE 53%6% 919~923E 2005. 3)
BE#EER
E BT 2 R
g R — g
I L & ERFROERE

ERBJFEY A4 VA HEV) ZLBFEDH
AT IR ZE D O FREE B O E R i GRR 7
U7, HEkRE) TEHERELTWE, F0
723, LAETIRERIIMARBREED—D & L
TH# i o, ERICHRITHISCRE L 2 AN
ERIIBETLIHENIEEAETH Y, L
L, B, BINEMEO R VENEESICE
AL RO S MR 0PI B BT %
BHELETLHIE, SHIFOBREFHBITIZLD
INFITHESN/ZHEV AR E ZEL ) b E
BEAHEDHEVHRTH LI LB ST ER, 12
OMER SN, FLBLORELSE
EARHOBEFF LB ORI HEV 5EE & % 2
SNBFHBHEETHEELHPLEY, 20
%, b2ETE EAHRYITAOBRBFHOHRE
PR GTWBESY,

—7, HEV OBEEREIZOWTIE, BEoD
FBEL-A - TRHEIRLTVWETYOD
HEV BREEARTIPEP L CnB 2 XY A
FIHBEEYIE (Zoonosis) DT EEMY 23FEHy =
TR, ®ltiZ% ) 2 OEETLR b E
THDTHRE S /AW, LH L, EBFLEH
DEZFIZOWTHEARALAL S {, 4BDOKR
HAPFEN TS,

AR TIE, HAEEICBIT S E HIFLOERE,
T DOBERG % PR T 5o

¥ T020-8505 AFEEERATAAL-1
EEERAEESEL - H—AH

TANABBEITF AR T 5 E RO
BEENEILEBVLOTELRVWEEZLRD
7, MEFNZHENER LT e b dh
DEMLRENE R ShTniv, B4 ORET
oA VABEET LD 2%HRERTH -
7o, BEMICITER 1~ 20loREICE L
FoTWwaY, ¥52, EAEBI CHEN
FRICBIT 2 EROBEE IR NS Y
FHEDHY, RAMMIETIEHN4.8~14%Tdh 5
25, B TIERS~21%E EhO TS
, HBERALN TV E2Y, F7 EHiik
ﬁ%%%ﬁﬁ$%ybv 7 BRI L BE
BRAETE, BEREMICBHL-EAKEB
#Ciﬁﬁﬂx®¢#67/9A‘“ﬁL#
31PN DV THIBREMIE T D HEV Hik (IgM
B, IgGRPME #WEL, 98 (2.9%5 5
8 #1id HEV-RNA 51) M EBF k& B s
NTWBH, ZOBMHTFIX2000ERICE N E
ﬁibfwém HRATCRERFRAOEE

ZWIT L HEV-RNA O E VB TH Y, ¥
t@M&k;U@G&@HW%%@M*%
BIECER LTV RV, 74V AEEHET
RKIZBT 5 ERPFROBEEIZOWTIESHED
EERFEPLETH S, L2L, FAFEBIE
CHRBENAOR AL IO TERMIEEL
TRl E <, BRRFARHO ST
BUZHEB L5610, IHEREL TS
CTEVBOTHEEEEZZ BB,

HEV DR

WL E SN T BERNFIDIZ L A & idmEt

— 124 —



920

EMES 2 ENTERELTWLEATH S
A, bAENCB W TCEE RS, KRBT
EAEEZEEL, BRPERETHER TS IR
DT, 44, HEVEET OS5 FRHE
OIFFT L0 7 BEGR & UTHER Sz,
FEEOTHBIZHE - TV A ERD L OKLEE
ZEEWRIRICH o7z, LAL, &it, TR

TWBT7T 7 L= ZI HEVAFEREL TS T

EAHLNE LY, ATKETLIHEEZET S
ANTid HEV OB 0OE 7% ] Retk s Ta 4
XN, S50, BERADLVIES /Y VR
OEIUZ X 0 FIE L EBIAHER S, Zhb
B & R R RRES o HEV EETESERIC—
FTLTwhZ & X, Zoonosis LM & 1
2w, L L, A OBRBRLIENZEDS
 DIEFTIRBELEAARHTH Y, 55 FH
R (%, BAEMESORE, 2R
BROAE, ~vy MIBFOHE, HOEKDORN
&) BERVEREED D WILBERER O R E
IV 728 B el B BBV D Bo

FEAE, DASETH M0 Tk o B REE
FABIOREINH Y, ZhFT2HOHREN
aniz, WENRLLHEERX TORERH TH
b, MEFF—Ey A VADT A4 Y Ry icdh
BEEZETHoE VIO TR —ATH
BH, —RERO HEV JuAl O B R A4
FRLTWAZEZERTZ L, WIIZ X 5HE
b)) B LERRTILEND L, By
AT, BRILERC TN TOBRMEIC DT HEV-
RNA OMIELZF7% 5 T & 3HEEND L VidE
RIIZATHHEN TR WD, ALEEREK TR
B | R e R O EIZ oW T OB R
BRILE & 0 BRI b L) E L TwA,

E B2 T R ORRE

HEV B D% EAREEICERT 575, &
eFo—ia 2~ 98 (Fe6#) owikiiz
BRTANFRERET LY, % < OEFMITEE
BRRIFTHHD, WCEELL, & ICHIRE
MOERERPRET S L BRICANEILT 5 & H
ENTWBY, UL, bHPEOEERLHIT
BIhETo s ZHEE,DOREEMIER V.

— 125 —

E BEIF P OBREAMMONTF K7 4 VA
ok DA RE L BB PENICOWTIES
fEEE CORBENES D e oy s Twy
e, BT, B4 ERT L FAR IR
B2 X BIFRTH H ARBMITR & LBUIRE
L7219, Z0O&E, EREMTFEL A MBS
I UBEROERPARICE L, BETR
BUSEEICSVI VML R oz, $72,
FEROBRER CIIRAOBENEKL, &5
BEBRIFEICSE V., FRETEY— 7ROl
% ZTT, IgMAES AMBEFACTERICEY
B, OB EEREEICIEEEZ RO TR,
o LR+ 5 &, EASHFLTHE
HFEOVY — 7 EFEEIE VDY, BRI R
L HE RS R IR I LIEFAL
TERDRE G, 612, BIER 2R LD,
AMSYEIT AL B2 Y EHHLELTERD B
(#£1, 2, 3, 1),

IO LI, —BEICIEBEERERS L UL
HALEREDP S ERAERF L2 FRD LV
BT RELVWADEEZONS, LT
T, ERARFAOMEZIOIDITE,
E2WnBomELHREL, BEISFHThHo Y
41213 HEV-RNA, IgM BB L O 1gG & HEV
FEEHE L ERFAORELHETLZ L
PHOCEETH 5o

E Bl iF Ao BRI 22 RELBI oS
bAbIBHA, TOEEIID LY, KA
O TIZINE T2HOBENKE 3FIDOE
SRR (1FamrRERER, 1 FIERME
o, 1P EREFAS) 2RBRLTWS
A5, BEBO2HRFEOLE TN FAIH
HEEDEHIA LN, EEMICIZEROES
bEZOLNFITH ALY, ERMERFEDOT
BITRIFCEMALT A L R HRBETHEER
SNEY, BERELE BN A LN
B EEICES, BELEBEELOR
EIZoWTIMOBER S ERT 2 LEFH S &
EBbhb, F4IUMOEFEFED L OCREE
RKBIDFEEDERLT

—7%, HEV 0#EEFH LEBRBIZOWT
i, EIRESAE (BB L URIERE) T



921

F1. ABRSWRRL BESWEREOEREF L BRI RO L

IH B AH-A(41) AB-EQ7) P

EEAT
AEH () Mean=SD 45.9+10.8 56.1+10.6 0.0017
#: Male/Female 16/25 16/1 . 0001

BIEL Y 32 A UHOEIME
iR (1 Hz¥ / —N60g BLLE)
S AR FE
Fr e
B AR
L (>38T7)
BRI
A VT NI FREER
B - WEn:
ik
TH
R R
HE
JFFAE R
R
U NHiER

TEIE

0
0
4(9.8) 0(0 ) 0.3100
12(29.3) 5(29.4)  0.8562
15(36. 6) 4(23.5)  0.3349
17(41.5) 7(41.2)  0.9839
30(73.2) 7(41.2)  0.0210
27(65.9) 17(100 ) 0.0055
17 (41.4) 10(58.8)  0.2276
17(41.5) 7(41.2)  0.9839
9(22.0) 2(11.8)  0.4796
6(14.6) 2(11.8)  0.9999<
1( 2.4) 000 ) 0.9999<

34(82.9) 15(88.2)  0.9999<
10(24. 4) 4(23.5)  0.9999<
8(19.5) 3(17.6)  0.9999<
8(19.5) 0(0 ) 0.0900

1(2.4) 2(10.5)  0.9999<
0(0 ) 000 ) 0.9999<

No. (%)

2. ABZHFRE EMRBEFROMBALFRERE (K—27#) ol

WAEEH AH-A (41) AH-E(17) P
FEkE (per mm’) 8620 = 4088(41) 9013 *8368(17) 0. 8104
B 5Bk (%) 7.81+9.56(41) 3.28+3.60(17) 0. 0643
T-Bil (mg/db 8.88%x4.50(41) 10.89+8.31(17) 0.2377
TTT (KU) 15.79+3.93(40) 17.54 =+ 14.83(15) 0.4917
ZTT (KU) 26.17+8.50(41)  14.24=7.26(16) <0. 0001
AST (TU/L) 3384 £4117(41) 1842 £1575(17) 0. 1410
ALT (TU/L) 3775+ 2682 (41) 2407 +1247 (17) 0.0496
v-GTP (IU/L) 400+ 236(41) 380+ 294(17) 0.7819
ALP (TU/L) 730 223(41) 262+ 194(17) 0.5415
IgM (mg/dl) 509.7=204.1(41) 237.6=129.3(13) <0. 0001
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WX I WA, SbiEEH X Ci W RA S W iE
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ATEARHETHY, SHOMEIRLEE S
7 »(3;) éZl.zz)o
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%£3. ABMABITEL ERANTFROTHEDOIE
I =l AH-A(41) AH-E(17) P
GX e A 0/41 1/16 0.2931
TS & I F ToHM
T-Bil<20mg/dl (H)
No. 34 15
Median (range) 24.5(12—55) 30(11-95) 0. 4036
ALT<401U/L (H)
No. 41 16
Median (range) 4216 —66) 36(18—95) 0.3421
T-Bil 3¢ — 7 125 5 coME (H) 0.0076
=7 4 8
8 —14 20 5
15— 10 2
12
BAH-A (n=41)
10 ~BAH-E (n=17) -
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%4. ERESHEETEGN CEFEBREE AR

| G | sl e | wmy | ) Th| | wass
1| 61 | B Eﬂylézi % 23.5 184/572 6 | IV [T
2 | 60 | B Eu}égi % 35.0 | 2276/2256 | 13 | W | %BC
3165 | & @xfg?gq‘-ﬁ 36.0 | 1965/2153 | 9 | I [T FHAMS
4 | 59 | & ﬁ%z?ioi?k 28.1 1458/819 | 24 | W | &F HARS
5 | 54 | & %r;i?ﬁ T 6.4 2380/692 | 38 | W |7
6 | 65 | B g jz%gﬁv caa | 904 1548/1483 | 79 | W |%ET ﬁ%ﬁfﬂﬁﬁﬁ
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1. ERTEHEOFADERE(FT1)

ARECHE, TEIEMEDFESEICET S50
L BBEFAORRSEY R AL UTRES
S L7, &% THAV, HBV, HCV, HEV, CMV,
EBV, HSV, HHV-6, Parvo B19D 7 A VAT — W —
DRFEFFTV, —EORERITAT [MIETOWRES
2TTV, HGVO#MFE LT o72. $72, AROEC

£1 BERAFHAOFADER

1. 940VAM
1A B IgM-HAB M
2)B B : HBsHUE, IgM-HBcF 7-1I3HBV-DNAR %
3)C & : HCVHE E 7 IZFHCV-RNABE AL
HE#  IgM-HEVE /- I3 HEV-RNAR
5) % O 1 CMV, EBV, HSV, HHV-6, ParvoB19
1. go%ER
B O R T A TR 81 (1996) % 7T
% 7- 12 ATH scoring system (1999) e % 5
m. EH%
FaEEiZ @ ¥ 7213 DLST & Y BRI E
V. ERAH I ~00owFhicbBS 2w
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Abstract. Hepatitis C virus (HCV) induces extrahepatic

manifestations such as oral Jichen planus (OLP) as well as
chronic liver diseases. The treatment of HCV-related chronic
liver disease has evolved from the use of a single agent, mainly
interferon (JFN), to the combination of IFN and ribavirin. We
present a case of erosive OLP, cutaneous lichen planus (CLP),
and leukoplakia of the vocal cord in a man with chronic
hepatitis C infection treated with IFN and ribavirin. A 65-
year-old man suffered from OLP before undergoing
combination of IFN and ribavirin therapy for chronic
hepatitis C. He was initially treated with IFNB (6 million
units (MU) /day for 2 weeks), then a combination of IFNa-2b
(6 MU/day for 2 weeks and 3 times a week for 14 weeks) and
ribavirin (400-600 mg/day). The OLP lesion was not
aggravated by application of steroids during the 7 weeks after
the treatment, but after 18 weeks, the combination of IFN and
ribavirin was stopped because of aggravation of the OLP.
Elevated aminotransferase levels returned to normal during the
therapy. But 7 weeks after discontinuation, aminotransferase
levels rose to 10 times the normal range. Five months after
discontinuation, the papules of CLP appeared. Eight months
after discontinuation, the OLP erosion had gradually
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Caition'should Be exercised:when IFN:
given to chronic hepatitis C patients with prior erosive OLP.

Introduction

1t is thought that about 170 million people are infected with
hepatitis C virus (HCV) worldwide, and 2 million people in
Japan (1,2). HCV is recognized as a main major threat to
global public health. HCV is a major cause of chronic hepatitis,
liver cirrhosis, and hepatocellular carcinoma (HCC) (3,4).
Moreover, HCV induces extrahepatic manifestations such as
oral lichen planus (OLP) as well as chronic liver diseases
(5,6). In some patients, treatment with a single agent, mainly
interferon (IFN), or with a combination of IFN and ribavirin,
leads to sustained eradication of the HCV (7). As regards the
effects of IFN therapy on lichen planus (LP) lesions, there
are several reports (8-22). We report the course of a patient
with chronic hepatitis C who experienced the exacerbation of
a severe OLP by combination therapy of IFN and ribavirin.

Materials and methods

On February 18, 2003, a 65-year-old Japanese man consulted
the Digestive Disease Center of Kurume University for
examination of chronic liver disease. He had chronic hepatitis
at age 49, and had periodical blood tests and abdominal
ultrasound exams by a family doctor, but did not receive
treatment. Concerning his past history, the patient underwent

..an appendebtomy at age 23. At ages 37 and 47, the patient
- underwent’ hemonhmdectomy ‘Hypertension was noted at
_age 50, and anl]hypenenswe treatment was started. There was
- rio’ hnbltunl nlcohol drinking’ or, smoking. The patient had

dxscommued smokmo 13 years p1101 to presentation. There

was no hlstoxy of blood tmnsfusmn or tattoo, and his family
" history. W'lS not conmbmmy In. 2002 (at age 64), the patient
‘noted conact pain’at in the left blccal mucosa, consulted a

Jocal otolaryngologic clinic and was treated under a diagnosis

“of ulcer, but there was repeated aggravation and resolution
~of the oral Jesion without the patient ever recovering

completely.
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Figure 1. Lichen planus of the left buccal mucosa before administration of
interferon and ribavirin as shown in Fig. 5A.

Among his physical findings, characteristic observations
were an erosive type with white papules on his bilateral buccal
mucosae, lower lip, and gingivae of the upper and lower
molars (Fig. 1). Contact with most of the lesions caused mild
contact pain. A biopsy specimen of his left buccal mucosa
showed LP with parakeratosis and band-like lymphocytic
infiltration. A physical examination by a dermatologist
indicated that he did not have cutaneous LP (CLP) and
genital LP.

Other findings were as follows: blood pressure,
150/100 mm Hg; pulse, 60/min; no anemia in the palpable
conjunctiva; no jaundice in the bulbus conjunctiva; no findings
such as palmar erythema, vascular spider and pitting edema
of either leg or foot; no abnormalities in the heart and breath
sounds; and no distention or fluctuation of the abdomen. The
liver was palpable by one finger's breadth below the right
costal margin, the liver edge was blunt and smooth, and its
consistency was soft. The spleen was not palpable and the
area of splenic dullness was widened.

Clinical examinations were as follows: the results of
peripheral blood examination included red blood cells (RBC),
448x10%mm?*; hemoglobin (Hb), 15.9 ¢/dl; hematocrit, 44.3%:
white blood cells (WBC), 6000/mm? (Seg, 59.7%): and
platelets, 14.4x10%/mm? Blood chemistry tests on serum
showed aspartate aminotransferase (AST), 57 1U/); alanine
aminotransferase (ALT), 96 1U/1; y-glutamyl transpeptidase
(y-GTP), 44 1U/}; lactate dehydrogenase (LDH), 149 1U/I;
zinc sulfate turbidity test (ZTT), 21.8; total bilirubin, 1.13
mg/dl; total protein, 7.68 g/dl; and albumin, 4.47 g/dl.
Antibody to HCV (anti-HCV) was positive and serum HCV
RNA was detected. The serum HCV RNA level quantified
by Roche Amplicor Monitor assay and HCV genotype was
660 kIU/ml, and 1b, respectively. The serum was negative
for hepatitis B surface antigen (HBsAg) and anti-nuclear
antibody. Ultrasonographic examination, computerized
tomography, and MRI scans of the abdomen performed in
the outpatient clinic revealed a hepatic shape similar to that
in chronic hepatitis, while multiple hemangiomas in segments
eight (88), five (S5), and six (S6), and liver cysts in S5 and
S6 were observed as intrahepatic space-occupying lesions, but
HCC was not observed. The spleen was enlarged. Regarding
this patient who underwent liver biopsy, grading and staging
of liver tissues were diagnosed as F2A1 accoiding to the new
Inuyama classification (23).

The patient was admitted to the Second Department of
Medicine in our university hospital for treatment of chronic
hepatitis C on April 9, 2003. The schedule of his treatment
for chronic liver disease was as follows: initial administration
of IFNf [Feron®, at a dose of 6 million units (MU)/day] for
2 week, then administration of IFNa-2b (Intron A®, at a dose
of 6 MU/day for 2 weeks and thereafter 3 times a week for 22
weeks) and ribavirin (600 mg/day for 24 weeks). On April 18,
2003, the patient started to receive injections of IFN, and
started 10 take ribavirin at a dose of 600 mg/day from May 2.
The dose of ribavirin was reduced to 400 mg/day from May
15 because of vomiting and anorexia, and ribavirin was
discontinued for 3 weeks, from May 27 to June 17, because
of anemia. At the beginning of May, hoarseness developed
and it was diagnosed histopathologically as leukoplakia of the
right vocal cord. He underwent inhalation therapy by
nebulizer. The erosive OLP lesion was not widely aggravated
by application of steroids agent during the 7 weeks after IFN

Figure 2. Exacerbation of lichen planus of the buccal mucosa and kp during adminisiration of interferon and ribaviri as shown in Fig. 58. The patiem's oral
pain and hemorrhagic erusts on the Jower lip became severe and impaired his intake of food.
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Figure 3. Cutaneous lichen phinus ol the legs s arms 6 months after stopping
adiministration of interferon and ribavirin as shown in Fig. 5D.

treatment, but aggravation began at the beginning of the
8th week of administration. Hence, after 18 weeks and 4
days (on August 25), IFN and ribavirin were stopped
completely because of aggravation of the OLP (Fig. 2). His
oral pain and hemorrhagic crusts on the lower lip became
severe and impaired his intake of food. A steroid for external
use (Salcoat®) and gargles with an enzyme drug (Elase®)
were used to treat the site showing severe inflammation. We
also instructed him in tooth brushing. Elevated amino-
transferase Jevels returned to normal during IFN and
ribavirin therapy, then and serum HCV RNA disappeared.
But during the 7th week after the discontinuation, amino-
transferase levels increased to 10 times the normal range and
the level of serum HCV RNA rose to 354 kIU/ml (on January
13, 2004). The patient then received the medication for his
liver disease other than IJFN treatment, such as glycyrrhizin
(Stronger Neo-Minophagen C®) and ursodeoxycholic acid
(Urso®) as conservative (anti-inflammatory) therapy, and his
elevated aminotransferase levels decreased, but serum HCV
RNA became positive. Papules of CLP with pruritic
violaceous papules developed on the skin of his arms, legs,
and trunk at the beginning of February 2004, and treatment
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of CLP was started (Fig. 3). At this writing, eight months
have passed since IFN and ribavirin therapy were
discontinued, and the erosion of OLP has reduced gradually.
The pain has relieved, but the erosion of the Jower lip remains
(Fig. 4). The Jeukoplakia of the vocal cord was resecled
under general anesthesia on May 6, 2004. Fig. 5 illustrates
the results of liver funclion tests and the clinical course of the
patient.

Discussion

Many studies have shown that JFN results in biochemical
improvement, viral suppression, histologic improvement,
regression of fibrosis and reduced incidence of HCC (24,25).
Moreover, therapy with IFN and ribavirin for patients with
chronic hepatitis C is more effective than IFN alone in
inducing virologic and histologic improvement (26).

On the other hand, it is well known that HCV induces
not only chronic liver diseases but also extrahepatic
manifestations (5,6). Subsequently, it has been reported that
therapeutic effects of IFN alone or IFN plus ribavirin have
also been confirmed in the treatment of extrahepatic lesions
such as membranoproliferative glomerulonephritis (27),
cryoglobulinemia (28), and porphyria cutanea tarda (29).
With regard to the effects of IFN therapy on the LP lesion,
one of the extrahepatic manifestations, there are reports of
improvement in LP lesions (8,9), reports of LP manifestations
triggered by IFN (10-18), and reports of aggravation of LP
(19,20). Recently, Harden er al reported 5 cases (4 with CLP,
1 with CLP and OLP) that were treated with IFNa and
ribavirin for chronic hepatitis C (22). The authors reported
that 3 patients who became HCV negative as a result of
therapy of with IFNa and ribavirin after 4 weeks showed
improvement in their LP. In the remaining two patients the
eruption worsened initially, but improved later, near the end
of therapy, and one of these patients was a non-responder.
However, the clinical course of CLP or OLP and the details
about the inflammation of chronic hepatitis are unknown
because long follow-up on the 5 patients was not carried out.
We observed long-term histologic changes in Japanese
patients with OLP and chronic hepatitis C (21). Over 3 years
or longer, some OLP lesions (all reticular types) were
improved, not only macroscopically, but also on histo-

Figure 4. Lichen planus of the buccal mucosa and lip at the 7 months after stopping the administration of interferon and vibavirin as shown in Fig. 5C.

Exacerbation of the oral evosion was reduced gradually.
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Figure 5. Clinical course of the patient. The photograph at point A shows oral lichen planus (OLP) before administration of interferon and ribavirin therapy
(Fig. 1). The photograph at point B shows exacerbation of OLP during the therapy (Fig. 2). The photograph at point C shows reduced OLP after
discontinuation of the therapy (Fig. 4). The photograph at point D shows the appearance of cutaneous lichen planus afler discontinuation of therapy (Fig. 3).

pathologic examination. This finding resembles a histologic
cure that has been confirmed in cases of chronic hepatitis C
for which IFN treatment is markedly effective. The ability of
IFN to eradicate HCV and improve liver damage may
contribute to the improvement of OLP because histologic
improvement of OLP was observed in our cases of OLP with
chronic hepatitis C (21).

Dalekos et al prospectively evaluated dermatological
side-effects during IFN therapy for chronic hepatitis B or C
(15). Their study, which was done in northwestern Greece,
demonstrated that IFNa only rarely (3.3%) induces immune-
mediated dermatological disorders, especially LP in patients
with chronic viral hepatitis. The authors reported that the
development of these disorders may reflect a subclinical or
covert autoimmune background of the patients. In our
observations of oral lesions made before, during and after
IFN treatment, OLP occurred in 16.7% (4/24 patients) of
Japanese subjects (13). Some OLP lesions that appeared
during IFN treatment and were aggravated temporarily were
improved by symptomatic therapy, so that IFN treatment was
continued. Two had OLP before treatment, 1 during treatiment
and 1 after treatment.-Oral ]eukop]akm was seen in 4 patients

before treatment and oral cancer.in one pahent 6 momhs afley

completing treatment (30).
In general, it is has been reported tlm caution shou]d be

exercised when IFN (hexapy is applied to chronic hepnmls C:
Accumu]ahon of a'larger study cohort and long-term follow-

Lup s now needed to-elucidate the therapeutic effects of 1IFN

patients with prior OLP mamfestatlons 5). Ir 1s d1fﬁcu]t to

predict which HCV cases will show ]TN/nbwmn mduced‘_i
caution is required in

OLP or cutaneous LP. ]-Iowevel,
administering 1IFN or ribavirin to-the HCV carriers who
already suffer from LP, especially severe OLP of the erosive
type. A close inspection of LP is essential before administering
antiviral drugs to HCV carrier patients. When oral or cutaneous
symptoms are exacerbaled during IFN or ribavirin therapy.
even if an oral surgeon or a dermatologist treats OLP or

CLP, IFN or ribavirin should be reduced or discontinued
immediately.

IFN may induce the expression of previously hidden
surface antigens on keratinocytes, similar to the probable
mechanism for achieving virus elimination from hepatocytes
(19). Prolonged courses of IFN were reported to induce
autoantibodies as well as autoimmune disorders (31).
Garcia-Buey er al reported that 7 female patients developed
features of autoimmunity during IFN therapy for chronic
hepatitis C, suggesting a triggering by immune-stimulating
effects of IFN (31). IFN contributes to the exacerbation of
autoimmune phenomenon. HCV infection can be a trigger to
an underlying immunologic abnormality that can worsen
with IFN immunomodulation.

In conclusion, we report a case of chronic hepatitis C
patient with exacerbation of prior erosive OLP, appearance
of CLP and leukoplakia by treatment with IFN and ribavirin.
The aggressive OLP has gradually diminished after
discontinuation of the therapy, aminotransferase levels
decreased, but serum HCV RNA levels remained elevated,
Aggressive treatment with IFN or with a combination of IFN
plus ribavirin for eradication of HCC may increase the chance
of comphcnt10ns with various extrahepatic manifestations
such as lichen planus, It is therefore important to examine
oral membranes and skiri: before administering IFN or IFN
plusribavirin for .patients with- HCV infections.

1hempy on extlahep'mc lesions.
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Causal relationship between hepatitis C virus core and the
development of type 2 diabetes mellitus in a hepatitis C virus
hyperendemic area: A pilot study
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Abstract. Hepatitis C virus (HCV) infection may contribute
to the development of type 2 diabetes mellitus. However, this
association at the population level remains unclear. The aim
of this pilot study is to examine the relationship between
HCV infection and the development of type 2 diabetes
mellitus in an HCV hyperendemic area where we conducted
health screenings in 1995. After 7 years of follow-up, we
evaluated the relative risk of the development of type 2
diabetes mellitus in anti-HCV-inhabitants. Among 71
subjects free of diabetes mellitus in 1995, 7 developed type 2
diabetes mellitus during the 7-year follow-up evaluation,
Overall, anti-HCV-positive subjects were nearly 3-fold as
likely as anti-HCV-negative subjects to develop diabetes
mellitus, but this difference was not statistically significant
(p=0.08). After stratification of the anti-HCV-positive group
according to serum HCV core titer, a significant increase in
the incidence of diabetes was seen in subjects with high titer
of HCV core compared to anti-HCV-negative subjects (p=0.02;
relative hazard, 5.60; 95% confidence interval, 1.41 to 37.42).
In conclusion, HCV infection potentially has a significant
role in the development of type 2 diabetes mellitus at the
population level. Further large-scale studies are needed to
confirm these preliminary findings.
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SOCS, suppressor of cytokine signaling
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Introduction

Nearly 170 million people worldwide are infected with the
hepatitis C virus (HCV) (1), which can lead to liver cirrhosis
and hepatocellular carcinoma (HCC), as well as to other
various manifestations (2-4). Since 1990, we have conducted
health screenings of the residents of ‘H town’ (adult
population, 7,389), Fukuoka prefecture in Northern Kyushu,
Japan, which is known for its high prevalence of liver
disease. The prevalence of antibody to HCV (anti-HCV)
among the local residents of ‘H town’ in 1990 was 23.6%
(120/509) (5). In terms of the area, we previously reported that
the town had a high prevalence of HCV carriers (8), HCV
infection was the principal cause of liver disorders (5-11), and
most HCV carriers died of HCC or liver cirrhosis (9,10). We
also reported that early detection and treatment of HCC
should be carried out as the age of HCV carriers (10,1 1), and
the prevalence of various extrahepatic manifestations such as
oral lichen planus, rheumatoid arthritis, abnormal thyroid
function, hypertension, and heart disease was higher in HCV
carriers than those without HCV infection (12,13). In the
same area, we recently demonstrated an increased prevalence
of diabetes mellitus among subjects with HCV infection (13).

Insulin resistance precedes the onset of diabetes mellitus
by 10 years and is a consistent finding in patients with type 2
diabetes mellitus (14,15). Thus, insulin resistance plays a
crucial role in the development of type 2 diabetes mellitus.
Several studies and our previous reports proposed that HCV
infection antedates insulin resistance; however, these studies
were based in referral centers, and the association may be
restricted to patients with more severe forms of the discase
(16-19). Insulin resistance in the general population with
HCYV infection remains unclear.

An increased prevalence of insulin resistance among
subjects with HCV infection in the general population,
including asymptomatic healthy HCV carriers, may suggest a
unique mechanism other than the severity of hepatitis. HCV
proteins, especialiy HCV core, affect many signalling pathways
(20,21). We recently showed molecular mechanisms for
HCV core-induced insulin resistance (19). HCV core up-
regulates the suppressor of cytokine signaling (SOCS) 3 and
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