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2 BIENBMETAICH TS IFN4 BHRE & 24 BE5 0 LeEsst

B O#T I BT 60 At

ALT E&EAL

ST 2/26( 7%)1 « 3/23(13%)

L# 10/25(40%) k% | 8/25(32%)

_ 20/25(80%)——— 9/25(36%)

HBV-DNA [&¥#1t

ST 5/26(19%) 3/23(13%)

L& 6/23(26%) 5/20(25%)

H# 11/22(50%) 8/23(35%)
Seronegative N

S B 2/25( 8%) 1725( 4%)

L#% 4/25(16%) 6/22(27%)]

" ok ook

H #f 7/25(28%) 6/24(25%)

L+ H 11/50(22%) 12/46(26%)
Seroconversion

ST 2/25( 8%) 1/25( 4%)

L 4/25(16%) 4/22(18%)

H# 6/25(24%) 5/24 (21%)

*p <0.02, **p <0.0001, ***p <0.05

DB FEBNAIHE R RIGRE L Z 2 T b,

2. 1 EERKRS

VO3 bASE O IFN 4 BRSO 3 &
¥, BT 1EE, 2 4E1%0 HBe P AL
FIFFNEN29%, 55%, HBe PFUEHIHA sero-
conversion E1L12%, 29% CHARZBL D L5
RCHHELTWA. bbb HBe HUskME
BI2300 (FBPE16M, LoPE 7 B, SEH4EERS6. 35%) 12
#F L CIFNe-2a 9MU 3 HEEAKSH, 18MU
25 A B 5 0FH77MU O35 %47 072 B
BIIH G T 1 5% 0 HBe PLE B AL R
50.0%, ALT IEHE{LE36.8% 1 & N HBV-DNA
et 2% CTh o7z ABERGIIBWTH 1
B SEmAE0RAZHWAZ LIZL- T,
6 # Az L ASEORKSREWRE T, T/,
WRIEEGN S o722 &9, B2 BREAE
LNT-EREEZ TWD,

3. Rif24:8%5

20004 4 F X ) 4 ORISR E 2 o
7z, 24P 5- O RO H IS I HBe
BURHHE seroconversion 234 U A TJREMEDYS
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PR T ROV ESHIE I TE L2 LT
hoh, 4ABERSEOLEE U TKRBIOFIHE 1A
R SR B 2 v — 71T - 72 IFN ORI
SR OB AT A, IEN KGR Y a2 —
WAE S BF600 BT 4 SRREH RS-, L #3007 H
7 4 BB OG04, 8 3 RI20E S, 1 #600
JHAT 4 BEGEH B 54, M 3 ml20:E5-0 3
MoltBERERCH 5. HERTRIIR2 IORT L)
2 ALT DEESE, HBV-DNA OJHFERE b 48
e 5-(S BT L C24 B E- (L B, HED )7
WG EHEBLORS 6 7 AL bERTH o7
F 72, HBe HUREMALE, HBe HUEHUE sero-
conversion FTh, 4 G- (S FE) ITHK L T24
BRE- LB N ORNEETHY, 24HD
B 505w L Z 2 sz, BOoE
PHEBRGEDERT T, SR T 6 » HiED
HBe PUEREVEILR L 4 AT, 2485 TENR
F1%, 28% & EHIFRG- ORI FEERE SN T
Wh. Bk T 6 0 AT S0 iR 5L TH 5
7%, Wong 5% OB HEERERO R T b G4
T1% 6 » HORETO HBe PR LER33% &,
AEEHN2% I L ABICERETh o712 LT
WA,



M. Zh»50DIFN GE

1. IFN - 53 7 HAERE

HBe HURFEHFI3 5 IFN iEEIR24ADE
W5 ch, WETE 2RSS TV,
F72, 3TV VERICBWTS HBe MR
7 HBV-DNA EE61 T3 HBe PURREMALERIZ IR
LCH5D., DILONONiEETId HBe PURKIEG
WA IFN « 7 3 70 VHRRE S TFN Hd
RO BRI 21T-> T A, JERGED 70 b
I VI3 IFNa6MUZI8 P 522,808 3 %5 &
7 37T 2 100mg B 5% RS S-HIA L,
BB ENIET I 7YV EMR G AT A b D
Thb. BUE, HEBEEE TR CH L5 JEH
2B VT Merigan D Type 18R IZH -5
HBs FrE A LB % 2 4 (genotype A B LT C)
BOTWAH, HB AT— Ib, Ibid&dbic
HBe JURFEHECH 2%, Dbl Z OB
ZBWTHRFEDOBIL pre C mutant DEIRHTFE
s h, F7-, IFN {3 pre C wild, pre C mutant
DWTNORIZ D FEIARTH D Z & "
L7z 7 37T 2 pre C mutant BRI LT X
DERWPLYT A VAR N 2k, F 7z,
737V O YMDD ZEFIL IFN B 54 5\
BB BV OISR TH 5 2 & (HBR
B, KFEFK) +EETHE, AF—TIb, ObiE
W7 I 7V VRIS IFN EofEHD L D
BT R FEZTWS, Schalm 5 ¥,
Serfaty 5% & IFN/F 2 7Y U OEHREOBRIE
WZOWTHRE LTV A,

2. ~%7 IFN &%

C ENSMIF X EIPNC20034R12 8 L Y 3E 1 A
5D~ 7 IFNa-2a G RBRE I 2 - 72
A5, B EMBMERTT LT M Cld <7 IFNa-
2a W2 F I A T TR TWE, 7,
Cooksley & '71% HBe PUBBGIERBIIZF4 5 phase
I study #5EMEL, FERD [FNa-2a BAENIL L

B AUBMERFRIAR OB 1 > v — 720 8k 545

A FNe-2a BHNIH BB BV L i
LTwAh, F72, Marcellin 5% HBe HUEE
TEBNAF LTS [FNa-2a Y, 7 [FNa-2a/
TITVUAB LU 3 7Y L Bho HistER
24TV, T IFNe-2a BB L O 7 [FNe-
20/7 37V UBRBRE S 3 7Y U BEERICIL,
P54 T# 6 » A To HBV-DNA [&EAl s,
ALT IEF LRI E S ICEEBETH - bl LT
WA,

3. HBe HUERRMAICIET 2 IFN jAE

HBe PUSREMEGINT 5 IFN iGEOA FTEC
B L ClE— DRI S TS, FEfRR
VAER 2 B 2 35137, bATETIRE
FERBEFE IS 7 » T2V, HBe PUBRE T IX
HB A7 — VDM ENIZH7-508, FERIGIERD
RETHLHAT— U NIKEFROLEIL % {, pre
C mutant OEEAEHRT 5 A 7 — VALY 4
WAEBEOMR &7 D, A7 — Y TOFIEEIT
53N C, KREOEMI AR ETH D, 537
T IGHE T HBe PUREERFIO T A3 YMDD 225
PRI CAFERIR S BIFC, 77hEV D
WAL 2 o722 &0 6, HBe HUEBEMEG)C
WNLTET I TV VIHENE—EIREEZ S
L. IFN (G L L TIE< 7 IFN E5- 1006
L72nWE ZATHA.

N. IFN BEGOERT% & FRE

2 IFN GRG0 BT 210 DGR 2.
19814F 8 A & 1 19924E12 ] £ TIZ IFN &% B
G172 B BUSMEIT4210261 CEYSEIZUARTT . 34F) %

RIENT % & RS IOV TR L 722",
L02BIDVERNI T E6ABI, L1438, FHoHFigid
ZNEN34.35%, 35.78T, L7 IFN Of
5 813 6.8MU~ 1284MU (F # 143.6MU) T
Bolz. G TH12~ 1585 CESHERTY50m)
D FFE HBe PURIETELERIZ00%, T8 ALT IE%
1LER1380% & 80 % DIEBFNIX IR DIREE L 7
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7-(E3). ALT 2%kt d %4503 HBe PR
Bt © HB A5 — ¥ Ib, b AL

50 OXHIT HBe HUEPEMET pre C mutant DIF
SR T A AT — VI EEZ NS, FHERRE
13 8 B (EBIEPE) 12380 btz (BEFR1.08%) . €
D3 % HBe PUEEFHAEGNS 76 (FF34.1%),

HBe PUBREMEALE1E 1 6] (4E20.29%) C HBe B
JEFHERE B OSSR ) A 7 13 HBe BURIETEILH)
ORUETH - 72, BREFREREROBEI T
HBe HUEIHEHGMA THARICEETH 72 (K
4). HBe ¥UEPRRMAVIE, FERIEETHLHITLE,
Y, SRENEERIICHEIIERTHY, HF
WS THLRA N\ IBIE, SIEORVIEHNC IFN 18
FA BT A 2 & AT HBe PUREMEAL S 512580

— 243 —

Blkicohnss &2 S,

B hH I

SNFEFTIFN &5 377 OHRDREEHO
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EEZ oD, ARSI EREEREE ORI
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DED B B, E N EE KB (36 40) 12 B
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B X CCALP IR E 1HERE S AL Tw
%2,

I, ERAREHIR

7 7R ENVE YMDD B4R 2 FahiE
biRE SN T W39, B, R TORBRE
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TER D RO RE VR S L/ B RSN
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LBEZZ 2 7Y e DfflARGCE-T, 16
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(B, £ ALTEEALE b 168 %12
72%(26/36) Lt METH - (H2), Wk A
WAL TEAPEIRE SN TH 2999, &
NHoRT I 7Y VICHLTREEE2 b > Tw 3
DT, 737V EDQHARICIERE REE
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LIEOM
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% B 2B RO 1z R2RT 5 (X 3),

HB A 57—29b, 7 3 7Y E5RTDHT
MBEZHEFH RS EAZF3, BEHEBO
HBV-DNA & it 3.5 Meq/m!l, ALT iZ 126
U/l TH o7z,
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L, Bt ThfTHTh %, HBV-DNA &iZ
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breakthrough hepatitis

B 38 0 HE B T 13 YMDD Z8 AR B Ao
T, Wb 3 breakthrough hepatitis 234 U
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AST, ALT X iE ¥ {8 » i #& L, break-
through hepatitis ##2 Z & 2w Hils> YMDD
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a2 e BRESNERPED TV (IR
Ty OHTR L, BEESC & AR R%ED
BonzdLOWELHLMB, ZNEZOWTEERD
bV SHOBETH S, IRETODEIAHKRERE
TEROWEITZ R, BOTEEMEOBEREEZ S
NTWBL, WELPREFAS LMD TR
B S REZHEFTORTBLBETCH L EHL NG,

SEE2 L, BEEROER % STz 30 FIOWE T
bezafibrate iZ DWW T 2 & TOMHERBEOELL 2 1E
LD, FERFICEBOBIERI O W THERLD
TEbYTHRET 5,

SR EHFE

Wk s kOB 11 i3z BT, PBC :7cidfEE
RRREB M OEE N LT bezafibrate 255 347z
REOIRERL, BREiTolk, MRiE, BEE [H#E
PEOFF# ] FEWEIIC X 22 W EEQ992E) LD
PBC L2 sl 26 e, gL DANLD
O D JEE A REFABNL O BT & SH e 7 EB] 4 BIOEFE
0FITH D, FHEERNIT 59 8RR (36~88 1K) TH Y,
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SRR PRI REZE 12 %479 3 bezafibrate SEED AR & L8 &

Table1 Characteristics of UDCA-treated and untreat-
ed patients before the administration of bezafibrate
UDCA -+ UDCA— b
M/F 4/21 0/5 N.S.
Age 59.5%2.6 61.6+4.1 N.S.
ALT IU/! 61.1+8.8 52.8+16.1 N.S.
ALP 1U/I 1087 +£152 964+207 N.S.
IgM mg/d! 404+85 417479 N.S.
AMA +/— 22/3 4/1 N.S.
Stage a/sl/s2 16/7/2 5/0/0 N.S.

Data are expressed as mean+SEM.

B), EEREOEFID S 5 s1-PBC Y T 2 fEHIH
THI(> % PBC ORWEME X D olh 2 ER 1 41),
s2-PBC 2 2 B CTh -7z, ZORFEMBHD 9 Flo > b EE
E2PESEFNE, s1-PBC @ 5 % D 14 (T-bil 1.8 mg/
dl) & s2-PBC 2 #I(T-bil 2.2 mg/d{, 3.7 mg/dl) D
BOETIPITH -7, REFHARTO 2 ELINICTE
WOMTIONIZESNX 12 HIT, Scheuer 434D Stage 1
5%, Stage II 5%, Stagelll 1, StagelIV 1)
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Fig. 1 Changes in alkaline phosphatase (ALP)
levels after the administration of bezafibrate in
whole patients. Data are expressed as mean+
SEM. *p<0.0001 vs. pretreatment levels.
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Fig. 2 Rates of decrease in ALP levels after the
administration of bezafibrate in patients who had
been treated with (@) or without (O) UDCA.
Data are expressed as mean®=SEM. *p<0.05
between the groups.
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Fig. 3 Changes in IgM levels after the adminis-
tration of bezafibrate in whole patients. Data are
expressed as mean+SEM. *p<0.005, **p<0.05
vs. pretreatment levels.
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Fig.4 Changes in alanine aminotransferase
(ALT) levels after the administration of
bezafibrate in whole patients. Data are expres-
sed as mean+=SEM. *p<0.05 vs. pretreatment
levels.

Table 2 List of 6 patients whose ALT levels increased after
the administration of bezafibrate

No Age Sex T-bil ALT ALP Stage Bezafibrate
1 43 F 3.7 120212 1246 s2 discontinued
2 39 F 1.8 160 — 230 1637 sl continued
3 68 M 1.2 61115 1172 a discontinued
4 70 F 0.8 49— 114 766 a continued
5 3% F 0.7 98—308 991 a continued
6 43 F 0.6 T76—290 669 a discontinued

» 7z (Fig. 3).
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Fig. 5 Clinical course of an s2-PBC patient (pretreatment total
bilirubin 2.2 mg/dl) treated with bezafibrate. ALP and total
bilirubin levels continued to increase despite of the administra-

tion of bezafibrate.
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Fig. 6 Clinical course of an s2-PBC patient (pretreatment total
bilirubin 3.7 mg/d{) treated with bezafibrate. Bezafibrate was
administered three times, but in each time she was forced to give
up the administration by the elevation of ALT and total bilir-

ubin levels.
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Fig. 7 Clinical course of an s1-PBC patient (pretreatment total
bilirubin 1.8 mg/d{) treated with bezafibrate. ALT and total
bilirubin levels transiently increased after the administration of
bezafibrate, but they gradually decreased to the levels lower

than the pretreatment levels.
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Efficacy and problems in bezafibrate treatment for PBC

Akira KanexoV, Mitsuhiko Kuso?, Shin-ichiro WaTanaBe?, Koyo HicasmiTaniD,
Moritoshi Yamamorol, Nobuyuki Tatsumi), Akihiro Nakamal), Masahide OsHrra?,
Kazuhiro Katavama®, Atsuo Inoue?, Yoshimichi Haruna® , Harumasa YOSHIHARAS,

Shinji Kusora?, Eiji Mita®, Kunio Suzuki®, Michio Kato®,
Taizo Hijiokal®, Hideki Hacrwarall, Naoki HiraMaTsu12, Norio HAvasHil?

We investigated about the efficacy and problems in bezafibrate treatment for patients with
primary biliary cirrhosis (PBC). Bezafibrate was administered to 26 patients with PBC and 4
with cholestasis condition, and we observed ALP reduction by 36 to 78% in 3 months in all but
one with hyperbilirubinemia. We also observed the additional ALP reduction in the patients who
had been treated with UDCA, and the combination therapy with bezafibrate and UDCA was
considered favorable. But the effects of bezafibrate for 3 patients with hyperbilirubinemia were
various and we need further investigation for patients with such conditions. Moreover, we
observed transaminase elevation in 6 patients including 2 with hyperbilirubinemia, and rhab-
domyolysis in an aged patient, so we need to pay attention to the bezafibrate treatment especially
for the patients with hyperbilirubinemia or the elderly.

Kanzo 2005 ; 46 : 200—207
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(P) = —0.89 +1.74 X HHA + 0.056 X T. Bil (mg/d) —0.014 X ChE (IU/L)

(P) =—27469 +0.0914 X (fFE#) +0.1255 X T.Bil (mg/dl) —0.1534 X PT (%)
P)=1/01+e™)
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