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g 2 300 ) .
Q Q .
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:::: ..... . \ I l .I
N-CNS NON-CNS
CONTROL CNS-SLE NN CONTROL CNS-SLE SLE

E1 SLE=H1F38E () SLUME (5 hoil-65EH
(Hirohata S, et al. : Arthritis Rheum 33 : 644, 19309 % §) 3 H)

BRI b o THIRE R & ORBTREEN &
ENBZEeNDD, DX CNSV—7ADE
FRBREETHEH, RELZIEXMEEOR
B (W—AR [lupus psychosis]) 2k
L 7z diffuse type & RRFTEES T RAZED
focal type W335 Z DI TE B,

7 AV AV oeFES (ACR) 31999 &1z SLE
DOHEFREOT A HEELEBL T3, ZO
T, BT SLE o & B35 EROME R O3 U
HUTEEENTWwWEOBEETHS, L
L, ZhoOMEOIEEEFERSZHTIC2EIC
HKIFELTHED, £EBHEEROM S » %53
BHEEEBOEVWERRLTHE EWVWS YT
AWRIFIBDEVSZELS, BLTEHRLO
THEhEWIENIES., L3, BEEEZ
392051k, HROSEDEINERHTHSL L
FEzohsb,

b, BIBREZRTOT FOEE

SLE OEREL THIEREAT A F L
Lic iR L DB LD 35 2
ERLE LIRSS, IhIiZBML R R
A5 a4 FOEWEH (L3 steroid psychosis)
T3, LLAETENCETLTWIz CNS v—
FAVRIEEEAT A FOREIZL > TR

SEEEL LI EF X235 BEBRLS T, HE,
LLHG & D steroid psychosis i& CNS V— 7 A D H
BRFEELLTWILBERINTEY, 2O
FHRHTL O ZEWROBREHIEOTIR WS
LiRH s THBY,

., £ROERTIEL DR

—Mp9w SLE @lE RT3 a1, mbh
DNA (- i wiidddl - FmmEREe (Y 2235k 80
REBEBOEBEHEOREL L THVWSNRS,
CNS V—7ARZBWTH, ThbDeEOERE
B 2 m R IR R A O R R L
WS T Z EHCNS V—TADEH % HEEIz
LTwiebhdThs, LizdhioT, CNSA—TFR
DEZETB LTI, PREEREOEEIE & I
CRTEEESTHIC B W THENLETH S,
2. CNS IL— 2D

a, BMENMERE

RO —ERE (i ¥ 32) Tk
BRENEZ2ESLTVWI EHEN, 2HEEEL
D, MEEROFUEEIRETH 2. PIE
WTORET a7 ) YEEOREETHS CSF Ig
index X CNS »—72 % &L 72 SLE A&
WTOHERTZIEHBELRIENRTNSEY, F
T BXFERREHEP D IL-6 1E1E S CNS M —7 R B
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Serum Anti-P SerumoAO:ti-P
::;m_? p > 0.05 p < 0.01 p > 0.05 1‘:::1)_ p>2
- © : 8
i 1000 o
300 | aou~:
5 0
200 - ° 6004
é 400
100 1 200
0 o) : : 0-
: (Non-ScL%ntl:.oou'roIoglelNons-EENs pslyuc‘::::ala Ng:;psﬂmgztslc o8s l'::;r;zl;,%:r;:c
{n = 20) (n =27} {(n = 34) {n = 28) (n = 10) (n =17
2 SLEIEEWZMBhIY AV —4L P HKE
(Isshi K, et al. : Arthritis Rheum 4| : 1819, 19980 X 1) 31 )
CSF Antl-N & P DB OB ORI FERE: - 1V — 7 A Ktk
B < 0.01 p < 0.05 WM 22 L hECRIASHIZE AT
Wm 1 1 B, JLURY —APHAIE, BSmbiH L R
51 D, % OB % X organic brain syndrome
: (OBS) & non-organic psychosis O CH B
7 pivs (M2, —7, CNS A —FR THiH
3 - ORI AEN R R ER L, EREmE
o X SRMT 2 Z L8, 1981 4£i2 Bluestein 512
2 o THE SN, ZoBOBEATI—ELE
: T BENELhThihot:, L, bhbhit
. . M7z CHESL L 7 iR O B A 2 HE: U 25 By
T T ZRERHET & 0 BRE O PIHEMRY (neuronal
= cell) Hifkk CNS v —7 2 DBIEDE S TIfHT
Gomrot  Lubus ~ Men peychatia sz (E3), 230, RPOHHEEIS
{n = 20) (n = 27) (n = 14) DV ~)vid, organic brain syndrome ¥ non-

3 SLEIZH( BB neuronal cell ik
(Isshi K, et al. : Arthritis Rheum 41 : 1819, 1998'" % ¢ 3] &)

TLEFERT 2 &b o BWIRMEST Y (K1),

BAFFIR D IFN-o b Bk 2575 SLE BE
KEBOIRENC LR T2 C e MWL DIz ST
VBT, GEEPBOD IL-6, IFN-a R EDHA b H 4
YDLERZ, Fr L TR & 2 AR
BETZLRBINT D™,
b, CNSIL—72 & B Btk
MFEHOETHATIE, i Sm Fith-H) By —

organic psychosis D TIXZ 25D o t, B
BRERWVZ &2, Y # Y — A P Hik R indicig
B2, ¥z, My orimsaiiieg,
SLE DEEATIR2BINC LA LTEBY, iz CNS
N—TADFEEL BEEFTHS (®HW, L
5T, MEPHY RV —4 P HES X U8R
OHERHREIE L WS HEHMEO o e X A
CNS v—72Z (3512 lupus psychosis) DFER
RERBETHLIEMNEZONG,

WHh® LY VIR IEEREE CMIMASE % &
U8B LN, ouhADs%ET+ SLE B
KBLTIMFRFOHA LAY o HEOBES
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WEWLI EBIMEINTVAEY, LT, i
YA ¥ HitED focal type D CNS Vv—72R
ORECESHESELTWAAEEENEZ SN 5,

C. tDOhNIRE

FEEoEMSMNICH, CNSAV—7FRTHRNT
v, FORGINED Y L TERLYREND
%, MERBREOREL2NS I 2 TERRRET
B, FEREFHET 5L O TRERESD
#ikit, T ARRT O TRBEO LRI
behs, Mgy >+727 4 (SPECT) Tik
ERo A EOMFET 2585 5 2 %01,
B X D RER O E L B b AT R IER L
T5E TR OREEETEEGVE, CT:
MRI OFFRREFET, o7 BREEZFTDRNY
D& focal H 2 i diffuse % density ORE *
RTLOETETEETHD, IhdOEBRE
T, CNS V—7RAFRILEER L, 2
BECIITLLVEMNCI N EXTT, 2B
X ORISR OHB I BT, MNEEROWE
FRMRTIE YRR,

3. CNS L—T7AMEHK

a, FORRYVLAREES
HBRORABEEREAT 24 F T, —Bi
i, v =Yooy (v R=2®) 60mg/H
(43 3) L WERAT S, FHROYIER, ERD
% - iEERr R - #8PT R (CSF Ig index « CSF
IL-6 JEiER ) 2RELTITY, $RESHLNI:
BAFEA NERLZZEET S, TOLHENE

ShRWEEIE, AFaq FoOVA#E, v7o
TrAT77 iR (v FFEHU9) 05 (O
[50mg/B4r 1] 5wk, A#EE [500~1000
mg/Bl) kENTHhhS,

b, MBWHE - MITVAHAE

CNS 2= 7 A DR eI AN TORIERE
REMETLRETH AL, FMEBEHE - fliTw
RARBROTROIHEFRETH D 2 L& FTiE
TRETHS, FIETHELIEMERS LSRG
Pisbiziz, MfEMEORESRIRAIE LTiTh R
Eo 23k, ZRIBAEHESHERETH D &
WS I ERMAT, FORIEAPERLHER
FEORROBEICIEEL® X 3RS D 205
TH5, MPVLhAERFEHT58E, ¥ 7=
ZNES YRy (TFVETFU®) 2T /00
= (72 /3= N®) FAT o4 FORBE%E
BETIZDT, TheE2RETIBICIIATaA
FE2PPMR LI MNEETH S, — BRIV,
svTal (7357 2® 600~1000 mg/ B4 2~3)
BHvshG, mMTREEre=y—LT, EfE
EEEPIET D,

O SLE OFRIGEFER

SLE 28 T 2~209 1 KRR R »550
HoEND ERESN TS, & U TR
& % sensorimotor neuropathy OEl% & 2 Z &3
ZurubhTns, FEEBEODLTELE
PARADANS L, MERPHY VEEH#CE
b4 5 /NI DIME i Fe 3 4 RIE s E

4 SLE (= &+ 5 MiFdiA neuronal

Serum - Anti-N
(U/ml) : x S cell ifd
500 - p < 0.01 p < 0.01 P < 0.01 {Isshi K, et al. : Arthritis Rheum 4| :
[ o 1819, 19980 % ¢ B| )
400
‘ ; o
300 _ .
200 T “‘
100 ° g S led
Control Non-CN$ " Lupus Nonpsychotic
: . SLE psychosla  CNS lupus
{n = 20) (n=27)  (h=34) {n = 26)
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MESINTWEY, ZRIFICFEERF AW, &
i, SLEBWTI, ET® small nerve fiber @
BOEBIZEAO L TOL ZEPHEshRY, oh
EDBRBETSLE B TREREORES
F# L9 5 small fiber neuropathy 252 2 D 4
WZERRLTWS,
O #FER—F v ME

1. BERIRTEIRR & 32

a, 2R

MR R 10%D_—F = v MEOBEICH
BL, ~—F v MEFHERBIEERL LT
5 ENE, ERIAYICE, FEe e IR ESR R I .
MR IFFEIRAL & U THE R A IR L, 5
B TR COMBAEREL ORI LS
Vs GREERD O, BT TR - BEmMED
LA%ZRT, MRI TR, HWES T 2 AR
HLVR7VTHGOBESHE L THHER 3
(H5). &RamERoie il - Z2MNE%32
CEDD, & ECHSRETE L OERHOMEE

25, Ff:y YZURARY) v (T4 220,

A= N8 BEHROBE AR OMER—

F oy MECEMLT 2R T 2 2 %k B,

Zhid, ¥YZ7ax8Y izt D AdBmHE~—
Frxy MENBERIhEZLOLELOSNS,

b, &% (&T) &

—HOBF I, BHEETE OB OSSR
REERDI A o h, BEHSHE CRA ETL, o
WICHARORERZE - LTLE S, Mg~ —
Fxv MEOHBEERIE, NV— 7 AR L LR
2D, Tk AL L ORISR ORELD b,
EEYERE - BAROET « ARBEITHNIRICALD,
WHW SR THRORRERE T2 I 235\,
Tz, FHEEIRCINZ T, #ITHO/NREREE &

i E5 SHEBE~—F v RCETS MR
B (7L 7E)

bRIIEbEW, I5LLHTIE HLA-B51 0
RN E LD TEL, ROk - B
BIEEBETH B2 bbb & FRENICER RO
IL-6 REBMAL2TTONEFRTHD (6)9,
2, R
SERMOMER—F 2 v MRIRHLTiE, an
EFr (0.5~1.0mg/B4 1~2) 2z TE 3
FLi~KEOAT7T a4 FOLERERTHIE (7
v F=® 30~60mg/H%r 3), iERMBEHR L&
ELI:HoAT oA FRERT S, AR
EVERO A S FIRREOYMELZERTLI L
BHLOTEEBLETHSL, X704 FTH+
REAVINO=ADBHFONEWIESR TS
Dy (4A&7 % 50mg/H4 1), ¥7u74 3
Z7IF (U FFH 2% 50mg/HS 1) RED
REMHERORG 21T, Zhe OEAIE, B
BE5C L D BHEREORECHBEMEND 20T,
AR LR ETRETERY, BMEETROME~—
Fxv ML T, MEOERTCREIERE
ohd, BufAFMVES—F (XV PV FE—
Y OB BV AEE: (7.5~15mg/8E) HEZH
ThH5HZENRENTVLBY, ZOBRSOEMHEOH
FEDOFRE LTRHEED O IL-6 WEHATH 3.
O BBERY) 7= F O 1iRisEr

1, PREREVISE

RAW L B MBRER, K% IR ERRE
ERMBIERZICRBI a3, FIEEREE T
FENREREOLOLTENT, 1T A TR
ZETT, bokbBOOLERRESO WA
ELRIBHMOEETH L, RIEHRRER, #
OFBIC X D R MERE® (entrapment neur-
opathy) & ME K1z & 2 WEHEEE (vasculitic
neuropathy) 2 Kilah 3,
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6 ETHREX—F v MRICE

CSF IL-8 Serum IL-6
(U/mt) p=0.004 (U/ml) p=0.851 2858 (&) LUME B S
10.07 10.0"‘: D 1L-6 3Et
F [ BD:_—Fxv b
. 5.0 L (Hirohata §, et al. : Clin Immuno! Im-
1.0 : . - ‘. .. munopathol 82 : 12, 19979 % §) 31 H)
0.1+ . 1.0 . .
[ . 0.5 | . )
I R
- aee
T T ] T T i
Progresalve BD without Progresalve  BD witheut
NB prograssive NB NB progressive NB

2, JRRE

a, BEERE

RA ZBWTIREMEERE CRERE - FEER
F) - THUSE#EORER LI L3 EBIcE->T, B
fifEF e & T o b {wn. ZOEGI,
FESHO LUy & FRETIE U T2 OB BRENTER
2ET2, BHRERESHIT I PR R
v, RA OR» CREMHEERENIEESEL,
FEROBE LBV, BifERM X BT, iz
Eo® 52 CARERAVBGET 2 I LBH 0,
Z Of, BEEOHEE~OMADZ LMD
THHET 248 H S, MRl 2% v Cidtiz
HEozbhoRFHEB BT TE, 8
MXBLDLTROMERINECRETE 5,

b. RFHERE

1) entrapment neuropathy

RA TH ok 1% A6 REMFER TR
IR ROz L b 23 b DTH S, FH
HTomBELEOER, IEPHE D entrapment
neuropathy # &7z U, SHEXIZAOMHIMET F
BOVEVERYRELS (FIREERE. 0
BEIEFHIROBIEE QNI & h B O
FEET 5 (Tine BIR), ZRMSIOBEE LT
X, MRESHToOREGMEOEY, BEEETO
WBEEE MR OE YR ¥4 H 55, Entrapment
neuropathy % &7z L7:8i &, FBEHEGLTEED
BENAHGND,

1378

2) vasculitic neuropathy
RA O THEBOME RT3 EEESHY »
*FR, v VUEREEZEH LGS,
MERICE DI RMPREELREL I ZLPD
b, vasculitic neuropathy & FEIE 218, Z D%
B3, AHEEESHHETOSAIELGIENRT
POTRHEAIT, WHh 3L FRERMEROERE
PRTHEEH D, 61, EROBRIBEENR
BMTHD, FhERAREEESHEEEOAT
RLBLOWERELL RS ZLBHIDLRER
BHETHLH, MECHEERAETE, FEMET
PTRL, WEHERCEOh B L Z DR
BORELASNS, REOEAIRBHTEOH
HOEHRERT 3, fERER T, epineurium
DOPEROHEIIRICEFERINE X O R 2R
ZZEHEL (T, E8R0%MH - HEDRE
EHFER L HRERSNRET 208—D0RHTH
3., ZO k%72 vasculitic neuropathy X RA @
Bod, BEESEBIIRE 2 & omE KIEFREER
Yx—FVUERBIZBOLTHAMNLL{ AN
5,

3. Bl eiEnR2

HERE ORIz - TE, FPRTHR~L &
Sz, HEfERM X 25 H, MRI 2 ¥ OE{HRME,
REE - R GIEE L ¥ OEBERTE, RIgHE
SR L AFEABRELENLETH S, &5
2 E LT, FERERR DL TRER S FREE-
Bt ELE - L Y, REERREC
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t A,
7 EMBEE v FOHEEEERATR
ME~NIREBEABEN 7+ 7Y /1 FIEFES
3 (EEEX100, HE )

DWTRIRY v~ FH (FRCEHEH D=y
7 IY) WX BKRIBHEREFS, Y~V E
RELREE S RBIRE 2 itV v~ F k%

BCERT 2 RNHREREELEN T 2 0B85 3,

4. RIE

RA OBHERZSIC & 2 FHOEEICN LT, 4
RN Y 7 —DEFRIT O 23, BEOMN
b DI U CiRFMRE GEFERER 2 L) 2345
EThH 5, Entrapment neuropathy 2L Tit,
BAEIRIADA 7 a4 PRSI (FFanvh A®
20mg, TRAFO—A® 20mg 2 E) ORERT
3. Vasculitic neuropathy 12t LT3, A5o4
FoeH%s5 (XL F=® 30~60 mg/H5 3)
T B,
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Efficacy of leflunomide
Shunsei Hirohata
Department of Internal Medicine, Teikyo University School of Medicine

Abstract
Leflunomide (Arava®) is a novel immunomodulatory drug, the primary action of which
is inhibition of de—-novo pyrimidine synthesis by selective inhibition of dihydro—orotate

dehydrogenase. It has been shown that leflunomide is effective in treating active rheuma-
toid arthritis(RA) in a placebo-controlled phase Il study. Subsequent multinational, ran-
domized, controlled phase III clinical trials demonstrated that leflunomide is as effective

and safe as methotrexate and sulfasalazine in treatment of RA. Frequently reported ad-

verse effects included diarrhea, nausea and vomiting, skin rash, reversible alopecia, and

transient lever enzyme elevations. However, accumulating concerns about its toxic ef-
fects, especially hepatotoxicity, have been raised recently. In addition, rheumatologists
should be aware that leflunomide has a much longer half life than any other disease

modifying antirheumatic drug.

Key words: rheumatoid arthritis, disease modifying antirheumatic drugs, methotrexate,

sulfasalazine, hepatotoxicity

L0 &I

BETY v F (RADEHEFRICH 2o T, &
BAsEEHT V) 7 < 3K (Disease modifying anti-
rheumatic drugs: DMARDs) 23FE# \ZHE L fr
BrhowsIlb3E)TTdiwn. ZOHTY,
methotrexate MTX) BBED & T AT b FEH &
NAEMIZHSL, LI LEedh, MIX%Eb o
TLTh+Hizaryre— v ILBLwgatd
D, TLREMEROLDIIMTX 2BHTE LW
2t dH%, Leflunomide iZFr/zicRwiish
7z isoxazole FiAT, FLLTY) I Vit

THAZEXSD W

Hemplsasrzkicky, REME{ER - KBk
POFIER 203 52, dyCid, BEWC 19784
o727 DMARD & L TRHRE ED LR, B
RTINS T WA (Arava®). XIBTH
SRR (AR RSERE) REIRT LTS
h, MOWERATELLbDEBbN5,
AFicBWTix, leflunomide Iz oW T D3k
BREmEE BB AR RBRORE, B
CSHOBER SIZOWTEI LW,
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Primary: primary outcome measures

L HEHEEIR

1. {LFida

Leflunomide {21k N~ (4 -trifluoromethyl-
phenyl)-5-methylisoxazol -4 —carboxamide T
M3 N5 isoxazole FAKT, WLINH isoxazole
RAPHRL, EMMOAT7 1726 1253 h 5
(& 1),

2. BYEFINTOER

AHNE, MBS - B~y ABHRE
FNAIK L CREMTIRI R 2R Z LAGER &
hTwa™, HiZ, M4r0HCREERETL
RPIEE T MZF LT H TINS5V Ik iEHRN
LGRIENED STV B,

3. Invitro TOIEREE

Leflunomide ®F 7 2/E AR, ikt
BET#H 5 A77 1726 {2 X % dihydroorotate dehy-
drogenase DMIZ AL TOEY I V&M
HEFNIIH S DNAGEMENIZ T E# 2
LRTWEY, Zhid, MTIX27Y » i
BRI T 20 L 3B TH A,

II. Leflunomide M RA (X3 253 &
ReM
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Abstract Background: Behget’s disease (BD) is a recurrent inflammatory disease involv-
ing chronic recurrent oral aphthous ulcers (aphthae), uveitis, skin lesions and
genital ulcers. We prospectively investigated the efficacy of rebamipide, a gastro-
protective drug, against oral aphthous ulcers in BD patients.

Methods: In a multicentre, double-blind, placebo-controlled study, 35 patients
with BD, having as the main symptom oral aphthosis, were randomised to receive
rebamipide 300 mg/day or placebo for 12 to 24 weeks between August 1994 and
December 1996. Oral aphthosis must have occurred within 4 weeks prior to
enrolment and must have been visible for at least 7 days during that time. Oral
aphthae count and pain scores were recorded daily in a diary by the patients
themselves. Monthly aphthae count and pain scores were defined as the sum of
aphthae count and pain scores for a month, respectively. Investigators rated the
global improvement in aphthae count and pain using a 6-point scale. The rate of
change in monthly aphthae count and pain scores in the first 3 and last 3 months
of treatment were assessed in patients with more severe symptoms whose aphthae
count and pain score were >28 at baseline (trial entry).

Results: The rate of moderate or marked improvement in aphthae count and pain
was 36% (5 of 14 subjects) in the placebo group and 65% (11 of 17 subjects) in
the rebamipide group. During months 2 to 6 of treatment, aphthae count tended
to increase and reached a peak at month 4 in the placebo group but decreased in
the rebamipide group. Pain score decreased to the same extent in both groups for
the first 3 months of treatment; however, in the fourth to sixth months of treat-
ment, the pain score tended to increase in the placebo group but decreased in the
rebamipide group. In patients with a monthly aphthae pain score >28 at baseline,
pain and count scores decreased throughout the 6 months of rebamipide treatment
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but increased during the last 3 months of treatment in the placebo group (p < 0.01
for theé between-group comparisons).

Cenclusions: Rebamipide is well tolerated and improves the aphthae count and
pain score in BD patients. It may therefore be useful in the treatment and
prevention of frequently recurrent oral aphthous ulcers (not restricted to BD).
Administration of rebamipide is not cuambersome, and it does not cause any dis-
comfort, which corticosteroid ointments for example may do; furthermore, there
are no specific adverse drug reactions. Rebamipide is therefore recommended as
a long-term treatment for recurrent oral aphthous ulcers.

Behget’s disease (BD) is a chronic recurrent
inflammatory disease characterised by four major
symptoms: recurrent oral aphthous ulcers
(aphthae), uveitis, skin lesions and genital ulcers.
The cause and actiology of BD are still unknown,
and its visual prognosis is extremely poor. The
most likely hypothesis is that an autoimmune re-
action is triggered by infectious (viral or bacterial)
or other antigens in genetically predisposed
individuals, and the basic pathological process of
BD is vasculitis. Furthermore, enhanced migration
of neutrophils, production of active oxygen and
platelet aggregation have been reported to be in-
volved in the pathogenesis of BD.{1:2]

The most common mucocutaneous lesions in
BD are recurrent and painful ulceration of the oral
mucosa. No standard therapy has yet been estab-
lished. Agents such as topical or intralesional
corticosteroids and local anaesthetics are used only
for palliative therapy. We hypothesised that the ac-
tive oxygen inhibitory effect of rebamipide could
be beneficial in the treatment of aphthae in BD.
Previous uncontrolled studies have shown that
rebamipide is effective against aphthae, a symptom
of BD that can be evaluated in a comparatively
short time, B33

Rebamipide [(£)-2-(4-chlorobenzoylamino)-3-
(2[1H]-quinolinon-4-yl) propionic acid, Otsuka
Pharmaceutical Co. Ltd, Tokushima, Japan; figure 1],
is a gastric mucoprotective agent!®] that is widely
used to treat gastritis and gastric ulcer in Japan,
South Korea and China. Rebamipide promotes
ulcer healing and inhibits relapse of acetic acid-
induced gastric ulcers in rats (a2 model of human
chronic gastric ulcer).”) Its main mechanisms of

© Adis Intemational Umited. All ights reserved.

action are stimulation of endogenous prostaglandin
release!®191 in the gastric mucosa and inhibition of
free radicals, a causal factor of gastric mucosal in-
jury.(11-13]

Aphthae are detected in almost all cases of BD
and generally precede other symptoms. They are
accompanied by spontaneous and irritating pain,
causing great discomfort during talking and eating.
As such, aphthae are a major contributing factor to
a reduction in quality of life in patients with BD,
and it is likely that rebamipide will improve quality
of life in this population.

Therefore, for the first time, we performed a
multicentre, randomised, double-blind, placebo-
controlled study to prospectively investigate the ef-
ficacy of rebamipide against oral aphthae in BD
patients when administered at a dosage of 300
mg/day for 6 months.

Patients and Methods

Patients

Thirty-five patients with BD from six centres
were included in this study, which was conducted
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Fig. 1. Chemical structure of rebamipide [{1)-2-(4-chiorobenzoyi-
amino)-3~(2[1 Hl-quinolinon-4-yl} propionic acid).

Brugs R&D 2003 4 (1)
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between August 1994 and December 1996. The di-
agnosis of BD was made according to the diagnos-
tic criteria proposed by the Japanese Research
Committee on BD.!!4 Eligibility criteria required
the presence of aphthae for more than 1 week over
a 1-month period prior to the initiation of treat-
ment. No exclusions based on gender or inpatient
or outpatient status were made. However, patients
were excluded if they received any other drugs
used to treat gastric ulcer or gastritis from 1 month
before the start of the study to the end of the treat-
ment period. Patients received their usual treat-
ment for BD, and the dosage and administration of
drugs taken before the start of the study were not
allowed to be changed during the course of the
study.

Prior to enrolment in the study, patients were
informed by their physicians of the details and im-
plications of the study as well as the characteristics
and possible adverse reactions of the study drug.
Each patient provided informed consent to partic-
ipate in the study. The study was carried out
according to Good Clinical Practice guidelines,
and was approved by the Institutional Review
Board of each participating centre.

Study Protocol

The study controller generated a random alloca-
tion list. According to this list, patients were ran-
domly assigned in a double-blind manner to re-
ceive either rebamipide 300 mg/day or placebo.
The preparations used in the study were active
tablets containing rebamipide 100mg and placebo
tablets that were indistinguishable from the active
tablets. After a I-month observation period, pa-
tients received either rebamipide or placebo tablet
three times a day after meals for 6 months. Labo-
ratory tests (including haematology and clinical
chemistry) were performed and drug compliance
and adverse effect data (collected by questionnaire
and judged by the investigator as drug related or
not) were collected at baseline and at each monthly
visit. Compliance with treatment was evaluated by
interview on each examination day.

© Adls International Limited. All rights reserved.

Aphthae count (the actual number of aphthae
observed) and pain score (0 =none; [ = minor pain;
2 = moderate pain; 3 = strong pain) during the
observation and treatment periods were recorded
every day by patients in daily diaries, which were
submitted and inspected at each examination visit,
Monthly aphthae count (total number of aphthae
that appeared in 1 month) and total meonthly pain
scores (the sum of daily scores of the pain in 1
month) were determined from the patient diaries.
Global evaluations of oral aphthous ulcer (count,
pain and global level of improvement in both
aphthae count and pain score) were rated by the
investigators at the end of the study using a 6-point
scale: marked improvement; moderate improve-
ment; mild improvement; no change; aggravation;
judgement impossible.

Clinical laboratory parameters were assessed at
baseline and after each month of treatment.
Haematological parameters were red blood cell
count (RBC), haemoglobin, haematocrit, platelet
count, white blood cell count (WBC), and WBC
fraction of neutrophils, eosinophils, basophils,
lymphocytes and monocytes, and erythrocyte sed-
imentation rate (ESR). Biochemical parameters
were aspartate aminotransferase (AST), alanine
aminotransferase (ALT), alkaline phosphatase
{ALP), lactate dehydrogenase (LDH), y-glutamyl
transpeptidase (y-GTP), total protein, total biliru-
bin, direct bilirubin, blood urea nitrogen (BUN),
creatinine, sodium, potassium and chloride levels.
C-reactive protein (CRP) concentration was also
determined. Any change in haematological or
biochemical parameters from normal to abnormal
values or worsening of a pre-existing abnormal
value was regarded as a deterioration. Any symp-
tom (including worsening of aphthae) that appear-
ed for the first time or occurred repeatedly during
the treatment period was regarded as a drug-related
adverse event if it was not considered to be a
naturally occurring event associated with the
underlying disease and if a relationship with the
drug could not be ruled out.

The overall tolerability of treatment was as-
sessed by comparing the rate of occurrence of

Drugs R&D 2003; 4 (1)
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Table I, Primary drugs used by the study patients for the treatment of Beh¢et's disease

Drug Group No pretreatment —  No pretreatment - Pretreatment — Pretreatment -  Total
no concomitant drug®  concomitant drug no concomitant concomitant drug
present drug present

Colchicine Placebo 11 (69%) 0 0 5 (31%) 16
Rebamipide 7 (37%) 0 0 12 (63%) 19

Corticosteroid Placebo 9 (56%) 1(6%) 1 (6%) 5 (31%) 16
Rebamipide 11 (58%) 0 2 (11%) 6 {32%) 19

Triamcinolone acetonide Placebo 8 (50%) 1 (6%} o] 7 (44%) 16
Rebamipide 13 (68%)} 0 3 (16%) 3 (16%) 18

a 'No treatment means the patient was receiving no primary drug treatment pricr to the study. Some patients were receiving pretreatment
with colchicine, corticosteroids or triamcinolone acetonide, and some continued to take these medications as ‘concomitant drugs’

during the study.

Table IV. investigator-rated global evaluation of recurrent oral aphthous ulcers in patients with BD treated with placebo (n = 16} or rebamipide

(n=19) ‘
Marked Moderate Mitd No Aggravation  Rate of Judgement
improvement  improvement  improvement change efficacy impossible®
[n (%))
Global evaluation: aphthae count
Placebo 1 4 4 2¢ 3 5/14 (36) 2
Rebamipide 5 6 0 6 o 1117 {65) 2
Global evaluation: aphthae pain
Placebo 1 5 3 3¢ 2 6/14 (43) 2
Rebamipide 5 6 1 5 o 11117 (65) 2
Glohal evaluation: aphthae count and pain
Placebo 1 4 4 2°¢ 3 5/14 (36) 2
Rebamipide 5 6 1 5 0 1117 (65) 2

a Efficacy = moderate or marked improvement.

b Three patients lost their daily diaries. Evaluation period of another one patient was very short (1 month) and compliance was poor.
¢ One patient died as a result of a traffic accident. This event was not drug-related.

placebo group but decrease in the rebamipide
group (figure 3).

For the group of patients who had a monthly
aphthae count exceeding 28 at baseline (i.e. patients
who always had one or more aphthae continuously
on a daily basis), the rates of change in mean
monthly scores for aphthae count and pain were
determined during the first 3 months (n = 4 in the
placebo group and n = 11 in the rebamipide group)
and the last 3 months (n = 3 and n = 10, respec-
tively) of treatment. Aphthae count and pain score
continuously decreased throughout treatment in
the rebamipide group. In contrast, increases in
aphthae count and pain score were observed in the

® Adls Interncaticnal Limited. All rights reserved.

placebo group in the last 3 months of treatment
(figure 4 and figure 5).

For the group of patients who had noticeably
strong pain at baseline (monthly pain score >28),
aphthae count and pain score were significantly
suppressed throughout treatment in the rebamipide
group compared with increases in the placebo
group during the last 3 months of treatment (p <
0.01) [figure 6 and figure 7]. As shown in figures
4-7, although aphthae count and pain score were
reduced in the placebo group during the first 3
months of treatment, they tended to rebound during
the last 3 months. In contrast, rebound of aphthae

Drugs R&D 2003; 4 (1)
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Fig. 2. Time course of the effects of rebamipide and placebo on
aphthae count. Data are means of aphthae count at baseline
(total monthly counts) and during the 6-manth treatment periods
for subjects randomised to rebamipide (n = 14-18 evaluable
patients} or placebo {n = 10-14 evaluable patients}.
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Fig. 3. Time course of the effects of rebamipide and placebo on
aphthae pain score, Data are means of aphthae pain at baseline
(total monthly counts) and during the 6-month treatment periods
for subjects randomised to rebamipide (n = 14-18 evaluable
patients} or placebo (n = 10-14 evaluable patients).

count and pain score were not observed in the
rebamipide group.

Abnormal laboratory findings were seen in 4
of 16 subjects (25.0%, seven episodes) from the
placebo group and in 7 of 19 subjects (36.8%, 14
episodes) from the rebamipide group. None of
these changes were clinically significant.

@ Adis Infernational Lirnited. All rights reserved.
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The rate of occurrence of drug-related adverse
events was 18.8% (3/16) and 10.5% (2/19) in the
placebo and rebamipide groups, respectively. In
the placebo group, there were two cases of aggra-
vation of aphthae, three cases of abdominal pain,
and one case of stomach discomfort. In the
rebamipide group, there was one case each of
general fatigue, abnormal hepatic function (ALT
values of 151U ([baseline] increased to 371U [4
weeks] and then fell to 341U [8 weeks]) and pruri-
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Fig. 4. Rate of mean change in monthly aphthae count score in
patients with an aphthae count score >28 at 1 month before
treatmeni. Data are means x standard error (SE) [total monthly
counts]. Figures in brackets are the numbers of data, and num-
bers indicate the rates of change.

@ Rebamipide
Time {(mo.} O Placebo
4} First 3 Last 3
4]
T -10
g 10 -37.1
g 201 (12)
& -30 I
5 _u -203
g , (12)
o -50 4
E —60 4 -42.3
" (33) 525
-70 -
(30}

Fig. 5. Rate of mean change in monthly aphthae pain score in
patients with an aphthae count score >28 at 1 month before
treatment. Data are means + standard error (SE) [total monthly
counts)]. Figures in brackets are the numbers of data, and num-
bers indicate the rates of change.
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