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summary

A 49-year-old Japanese woman was diagnosed with rheumatoid arthritis (RA) based on ACR criteria in May 1999.
She developed liver injury after initiation of disease-modifying antirheumatic drugs (DMARDs) and was found to have
contracted HCV infection. RA disease activity worsened following restriction of medication due to liver dysfunction.
However, 3 mg/day of prednisolone (PSL) resulted in a temporary but marked improvement of RA in December 2001;
but arthritis recurred along with Raynaud’s phenomenon and palpable purpura. Differential diagnosis between arthritis
caused by cryoglobulinemia and exacerbation of RA was important for the selection of appropriate treatment. She
manifested non-erosive arthritis on medium and large joints with proteinuria, hematuria and hypocomplementemia. In
addition, type III cryoglobulin was detected and chronic active hepatitis was observed on liver biopsy in March 2002.
We considered that the main cause for the arthritis was HCV-related mixed cryoglobulinemia. Administration of IFN—
aresulted in the disappearance of HCV-RNA and cryoglobulin followed by amelioration of arthritis without exacerba-
tion of RA.

Key words——Rheumatoid arthritis; Hepatitis C virus; Cryoglobulinemia; Interferon alpha

» ®

IFN-o #1512 TR R R E 2 RO 7z CRFRG0EETY) U~ F (RA) EREHRET 5. EFIT 49 Eictt. F
ERAEIZE, MO IDOIED KD RA E@lr. SEXIMEIT RS 2 28I HCV EEE 1B, LI#% % Disease-modifying
antirheumatic drugs (DMARDs) 311489, BIEi%IZH2E,. Prednisolone (PSL) 3 mg ¢ 5.1 TH&iAIZ—H&E
fRU7=. LiL, B, L1 —B% EBHEEEBICERARBGHRAER XHEMEED R0 KB KR
- AR - MR - ARFARIMAE « FLAE - Type I 7 U A7 07U > (CG) Btk R OMBHIEEITEIF A& 2580, 8%
C R RITHES CG MYE & ZNITPE D IS BITERIEI R &2 Wy, TFN-o BiEHEfT L7z & 25 HCV-RNA & CG D2t
{EicfEy, BISIADBINICSE L. REFNIFEEEREEDORK E LT RA & HCV OF/MFE O#RH 2 Z L,
HCV Btk CG IfUE I & 2 B ST IFN-o AN E L) U 72 KRR WEER TH 5. HCV ERE O B Ok E
BE TR DIEBE R INF-a LD BRI Z ZE LU IENLETH D EEAL5ND.
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BRI T B HEINEIC LD THEEIND T EMN
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Moz, - 7T, CRFRAMHECREKE
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WREE 1999 &£ 5 A, #lOZHIF0 - FHBIHi
% - BAHETE S HEE - §17 77 b— AR 1eG
bk (carbohydrate in rheumatoid factor : CARF)
89.0 AU/ml & D RA (stage II, class 1) &t #ZMr. H
T 2T 7 BV D AT TR S N2 PR E A
B, ZoORHIU O TH HCV HURGEAHIBAL /2.
LI, % f# Disease-modifying antirheumatic drugs
(DMARDs) T#% - fFfaEE - QiEkpAEHE L
THoREMHTET, FHEPOLICREERHEL 2.
2001 4 12 § HCV-RNA I3 HHEELI R TH 2 Z
L ZMER L, prednisolone (PSL) 3 mg/HBAA. &
LMTEE IR L, 2002 4E 1 HIZEZEA0 2D
O 1R - m BE A 2 M8 - EARBA AT 1 8 - CRP
0.2mg/dl - ESR 20 mm/hr &72—>7=. LrL, 1 H
11 H HCV-RNA 2.9 Ot —& EH, 1 K, F
f& - AipICALEER /N B, RBHERE, R
EH - BT ZED, 3 ARG RIEIR7 < 38
CHDOFBENHBLL /2 DB v~ KB i .0 T B Ef
ROEHITHE 3512, LA/ —B%, U )\H
JEERE & B L, 3/22 BR ARt & /a7,

ABREFIRIE : &K 159 cm, (K 57 kg, (kiR 37.9

°C, Wir#a 96/4r%&, Ifi)F 126/68 mmHg. #FEIRICE
i, $E¥E, WRER/RL. DFENTHEEZED T, Bl
2R D & 5 AT E BT8R 1em KDY > )\ Hi 7 [
N B . O - R I IE R, EEREE R IE
PICFIREED O, HFER/L. BEOMED V.
FOZOF0 13 KR, FmBIEiE 13 8, FEAREY A
BB TH o7/, m~KBAEIIIRF L, FEEAH
ISR IR 2580 e o 7. BEREHEE - BBl /i
J - 04 2580, fonilE - FE D 2 palpable
purpura £ 0 FUR D AFRILE B K OB E Ol 2
D R 2R 7z, MR SERY T U R 280 I -
7z

ABRErRERR (R 1D @ EBEGEEEBR - K
ZiR, RERE, 186G KUYV IR FRTZIZLD
LT BtkAxECHARNEMET, EH2HE T
polyclonal hyper y—globulinnemia % £ L, mono-
clonal 72 g/ 3 F80, (KERIMIE 272D 7. type
III cryoglobulin (CG) #=Z7 UAZ 1w N TOHEIE
TT%H Uz, WIHERBRIIEE THo2. A
ey D X # P i C U3 5= 45 B & 5 BH O osteoporosis
& FBIHET - IR BT O BAET KR D B /ME Z R0,
stage Il TH D, 2 FaTOZWIRF K D HFEAHIHIED
HEITIIR® T, Ek, K - TR 25890 2 o B
T XBMERAIRKDZZEZIILD ET D HEFIL
RO D Tz, i D B AR TIIRAE 2 )k L T
KEOEE, BREAITINA TR RE R IR
2D, WINBHH/NEIR - BAILE L X)L D IE

£ 1 AR R R
Urine Blood chemistry Immunology

protein (tr) TP 8.5 g/dl ANA 2560X
sugar (=) Alb 4.1¢g/dl (speckled pattern)
occult blood (+2) T-bil 0.6 mg/dl anti-ds-DNA Ab 4.5 1U/ml
cast (=) AST 231U0/1 RF 195.1 IU/ml
CBC ALT 3710/1 CARF 259.7 AU/ml
WBC 9100/ ul ALP 246 1U/1 RAPA 320X
(neutro 78.2%) y-GTP 2310/1 IgG RF 4.1 ng/ml
RBC 441X10%/ul LDH 21410/1 anti-RNP Ab 140 index
Hb 11.4 g/dl BUN 14 mg/dl anti-Sm Ab 32 index
Plt 38.5X10%/ul Cre 0.5 mg/dl anti-SS-A Ab 2 index
ESR 93 mm/hr CRP 4.7 mg/dl anti-SS-B Ab 6 index
IgG 2511 mg/dl anti-scl-70 Ab (=)
IgA 172 mg/dl MPO-ANCA <10 EU
IgM 186 mg/dl Cryoglobulin 7%
C3 79 mg/dl (polyclonal IgG, IgM: Type III)

C4 11 mg/dl

CHS50 24 U/ml

CIC 7.0 ug/ml

CIC: circulating immunocomplex (mRF %), ANA: anti-nuclear antibody, RF: rheumatoid factor, CARF: carbohydrate in rheumatoid factor.
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JEBRY > NERIZETH D, KEMERITFIEL RN
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R EREDT, EEE, HCV DS ORKEYE,
RA DS D4 B H SR E O B OHIEE SNz,
ABREZE (M2  RARIMERZHFEL TV
73, EARBHER N S KBAEIT, 2 DRI OB Eii
BEEbhnwZ &, LA/ —BR, it oMok
F,% cryoglobulinemia |2 58 L (% 2), RIEM

REOEMREE ) © < F O REEIIME IR EF N ME
REDBDITNT &S mixed cryoglobulinemia 12 &
SRR DA - MEREZW. SHICRALLT
DREFIRIEE - U b REEEIRERDT, RA
DEHEBIETHEIZMENZ &5 RA TiE7/A&<, HCV
D2 & L T D cryoglobulinemia % %% Uy i 4
Mz it U7z, AR SRR 2380 I8 h - 1212 HBD
57, RSN TOMIREICY > /NERRE & #%
EDORKE{L 2 38, mild chronic active hepatitis T

1 ABERF 2RI S E OB
A, BRI (HE Bett 40 %) « KOS, @R AR O RLEE OMIgRE R0 5.
B. ®ifK (HE Zeft 200 £5) : M/NEIR - BMILE L OV OME RBEIC ) v/ SBRZEE RO 5.

[PSL 3mg |
diclofenac Ampiroxicam 27mg
indometacin buprenorphine '

120mg
7

IFN- o
O AT
C‘[;P(mg)’dl)

, Ak “ A

60mg

CH50(U/ml)
CH50
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Morning stiffness 13hr

%Eﬁféﬁﬁ
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Cryoglobulin(%
7 3
HCV-RNA(KIU/ml)

11 5 <0.5 <0.5 <0.5 <0.5 <0.5 <0.5 <0.5
X2 FEIKEES
BIAAT R CIROTIBIRBIAT, < 3mBIMi 23R J .
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B i il 12 BEROEO HEFTPE
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DAV & i

975 FHRRH SRR ME NN L HER AR O 3
(leukoclastic vasculitis FEME M 48 - FAZEN:
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HBZENHSMNERS R, LEOFAXD,
HCV |2 ££ > mixed cryoglobulinemia & 2 #;, IFN-
o BEEBILE U 7=, BEMA HCV-RNA |3 11K O —,
genotype | group 1 TH > /=. 3 ML [FN-a 6
MU % 5 HI#ERid 5T L, LURREEZE 3 =54
RATT 21 AR iR G it T U7z, BRGRERIE SN
fiREL - CRP KT &80, HHEIR - MRFER L=,
loxoprofen 180 mg {3 F L T % 8 L > BE £ D &y 1%
B9, etodolac, indometacin, diclofenac, bupre-
norphine ff 19 2 T, FE - EZEF DR
ERICTHIE E7eo 7=, 1B 4 BRI
HCV-RNA XU CG i3t b L, —Kidl 1/ —
B4 bigk Uiz, IFN-a il 3 [ 512> Th 5
CRP IIBEE b, L1/ —BRVBFRL D, #F
B 72 BEE 3 389, HCV-RNA - CG % [a 1k 2 #
ff. —75 TPRAHIEIL ampiroxicam D Hf HBHIGT %
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1. # &=

AFEFNII AT OA RIEIZTK S RA OMEHIT
HCV 2 £ mixed cryoglobulinemia % &4 L C B4
iR NEIICHEL, IFN-oBEENEY L = —iE
BITH S, AFEFNIBIEHZRIEE & MEREOF DA
ELUTRA & HCV AR L DR Z2 L, RA
12K 55 BEEIBIE DT AR W 2 &R MER D
K& 0 HCV IZHES cryoglobulinemia &2 WL 7=.
IFN-o 1% O A T B8 i 4 D & B 72 B 2 15 7= 7%

LARREFDZ Mz BT HHDTH .

H O e RITE mA = ICEREE R AN > T
FIET D EEZEZALN, A IV ABEPRICE>THEL S
Mt REZ L, RIS DINT > A DR H %
EBHREEOFRDO —DTHDEHEINTNDS.
HCV ZFfilE O A2 59, U 2 INEREEOHEL R
R ol 1R L3, BN T« )V A
HR SR AEEE 229 5. 2 TH HCV a7
£ [ 13 NFkB pathway i& %19 12 & % apoptosis ]I
fil” %> NFAT pathway {& {12 & % IL-2 D5 (¢
HEVSFEZ ST U CRIE - B - FHE - S InE DA
ICEAGL D%,

C BRI A0t 7 H DB R BE RS OFEMEIIR L TF
NTIE72<, RAICEL TITI RAEHD 5% 218k
T4 WA RO G ERDY, —F, BEEEREZ
42 HCV e D 25~50% T 1987 4D ARA O
RA /PR R EMECVINTH D, il
B RFIEZIC RA ZFIE L2 MENHA I N
21219 ARYER T H FEIC HCV &K H 2 B
9, LEYIBRREOERIMIC & > T HCV &Y 2 k- L
7= AT HEME DS RIB X 5. Mixed cryoglobulinemia {3
CHRIFFARDEERFIHED—DTH D, BHHIENR
%49 %5 HCV-RNA 5 34 D 28~43% 1T cryo-
globulin 23 # H & 101019 —75  mixed cryoglo-
bulinemia ® HCV &G (1T 66~91% TH % & W
I N T W B6~1®  HCV IZ £ 5 mixed cryoglo-
bulinemia O FAEITIE, AFRICHB T RA OIERYHE
ZTERBINTWSD HLA-DR4 O fhi, DR3,
B51, B8 F DB =AM 59 5012192 R
RYEEH# & HCV EPIT L > T T cell DHERER S, B
cell DB FIRIEMHEALN B 5 INAEHEER, HCV K
WYHCV & ifiiH @ lipoprotein # & K12t L TR Y
7 O—FIIVEFURDEA SN, REEAEERZERT
5. InsoEeERENEEL, HCVZDOHD %
PURE LB WRF{EEZ S o2 IgM LA, X5
WCHRBEEARDIERL S 11, cryoglobulin &B% D, ifl
EEEANOIAE, RSO X > TERZEELT
5EEZLNTNSD,

C BIFF & DFFAMVRZEIC S IFN-a WENE R TH
D, Kz C B RIZAED mixed cryoglobulinemia
BWTIEZA T O I - SEMHHIC K205k
EFEEFAEDBLLIE, T LoAEMHEEB DI &
MEAS N INTERZLSD, IFN-o EIEIT T 4~8
i C cryoglobulin |32 (L9 2 2%, BAFEEIR Dok
IR 612 2 HT 2 L|EVINTHBD, AIEH
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OB E—FL TS, FzhEI1E 60~80% THEIE
DOBIEEIRICH G722 TH D, HCV-RNA &

cryoglobulin &AL NEIR DEEDHE E 221, F
DO EHKTIZE S HCV EEOFRE EDHICH

BRL, EMEZIRIT 0-22% &KL & 11,22.24~29)

INTWS, IFN-o BENEEZISHRZRD
RGIER] TId @ % DB C B4 & FIAIC [FN-a

D 5 HI I E £ %> ribavirin & @ ff F?30 3G %)
ThDEMRE SN, F7z cryoglobulinemia 12 5%f L
T low dose steroid therapy (PSL<10 mg/day) @
GERDHREZES T 5 &0 D HE  ribavirin B
MPEEOFHED MBIV INTWS (F3)., KE
BTl IFN-o A B T2 01T HCV-RNA KO
CCRMALLTHD, G/ TES » AMITOI-S
THiERE L, FREZDOTH 5T, IFN-«
BIENZENDNDODRMANTH S TEB TH 5.

IFN-« 72 D H O 7Y Thl/Th2 balance | & &

L, HOREREBEORIE - WEZ2HZ59 2 &N
BKTmé.%%ﬁgﬂmm%@iﬁﬁ%&%f

H, KRWTSLE Tdh2?h, IFN-aEiEIZ K
RA OHES BRI NN, if%f@mNﬂ%

EIZEL S RA OHEIZRD S Nah-o Tz,
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EMHE A2 NEHBEEO ER E L, HCV RS
PHERF T, Th o DBEBERIENTH2—HT
HCV P E O MEZ2 B 25 T REBENH
611,23,33~35)' iﬁéﬁ‘u \_%[{3’(% PSL &[—?‘F}ﬁﬁi\,( 'r
mixed cryoglobulinemia DFIEZRDTHO, A7
O RN HCV FEYYE - FFIVRAEED —K &7
o JZ AIRETEDVRIZ éhé AREEF DML, FERICEK
> TIE HCV JRHYIE DIGHE D B O 58 O TR 12

DREMNDEDZEMS, HCV I EGEHEE O
BEFITBWTIING OEEIESE X HCV OfF
RRANDOES5 210 EE L/ ET, IFN-a B EOA
%ﬁ-%ﬁ%«@%%%%ﬁﬁ;mmt%ﬁﬁﬂ&
ENUBETH 5.
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