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The Effect of Bucillamine in the Initial
Treatment of Rheumatoid Arthritis and Treatment of
Patients with Refractory Rheumatoid Arthritis

Chang-Ho Song, M,D., Jisoo Lee, M.D,, Chan-Hee Lee, M,D,,
Choong-Won Lee, M,D,, Chang-Hee Suh, M.D.,
Jungsik Song, M.D,, Soo-Kon Lee, M.D,

Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea

Objective : To assess the clinical effect of bucillamine in rheumatoid arthritis
(RA), we performed an open clinical trial for 3 months.

Methods : 10 out of 12 patients completed bucillamine trial(200mg/day) for
their initial treatment against arthritis, and 9 out of 11 patients with refracto-
ry RA completed the bucillamine trial. Disease activity was assessed by the
duration of morning stiffness(MS), visual analogue pain scale(VAPS), function-
al capacity (FC), tender joint counts(TJC), swollen joint counts(SJC), ESR, and
CRP every month., Adverse effects were monitored monthly.

Results : At the end of trial, all parameters were decreased in the initial
treatment group except of CRP. No parameters were decreased in the refractory
group. (Gastrointestinal disturbance was the most commmon adverse effect.
Skin rash, stomatitis, proteiuria and elevated hepatic enzyme were minor
adverse effects.

Conclusion : Bucillamine was effective in the initial treatment of rheumatoid
arthritis, but not effective in the patients with refractory rheumatoid arthritis.
Bucillamine is relatively safe in the treatment of rheumatoid arthritis in both
groups.
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Table 1, Characteristics of patients

8ae 71F ERY ZART

Initial group

Refractory group

60%(6/10) 2 &AM A

< Bgen, B84 ATIAA
=

Patient (n) 10 9 o
Sex(m/f) 4/6 3/6 22% (2/9 2 ZXBZAA 7]
Age (years) 41.4+15.5 49.2+12.4 B9 o) B B¥E B
Disease duration(months) 19.9+20.8 130.8+123.5 (p=0.105).
Positive rheumatoid factor (n) 10 9 AN 27i9 3} : ESRE
Bucillamine dose(mg/d) 200 200 . . 2
Prednisolone dose(mg/d) 5.6%1.2 5.0%0.0 :??i;:]/:jr;]: ;]‘ ;)\]%335)\?
Anatomical stage -
I, I ) 2 23.4+4.0 mm/hr2 {34 72+
m, N 2 7 A3om (p=0.028), &34 ¥
Functional class A2 34.3+6.9 mm/hrol
Lo 8 2 M 34.4+9.0 mm/hr2 ¥ E
Iy 2 ! Holx) g¥skey.
" Dropouts CRPE ZABZIAN A& Al

Initial group : 2 patients-poor compliance
Refractory group : 1 patient-poor compliance

1 patient-insufficient efficacy

Ao 2 He S ENNF AU 14, A%
BEAGE Belrt Ay FEe aHE 2T
A%7F 19 e, B84 #x9 A dgo]
FAE A% 1d, B8y B wAE 87
7397} 190 YAk

A4A A Ee] Wil ¢FBAY FE ZABT
A A7 AFA] 10,211, THETLEELAD A AR
8 4.1+1.12 984 #asiem (p<0.01),
224 gz E E ARA 12.0+3. 0914
7.7+2.12 A&y 5AH 242 ok

ZRPA] FE ZNRPAA 8 AFA 4.5+
0.9914 & F8A 1.3+0.42 #JsA Z2s
e (p0.01), 84 FRTIME XE AR
5,612,094 3.0+0.98 Aoy #oA
ekgich,

dF7re] EFHE(VAPS) & 2 BE7o] A& A
ZFA] 5.140.894 2.8+0. 722 #ostAl Z4st
Row (p=0.038), ¥4 BATAME 5 .0%0.69
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22737 9] AEHAIZL 8T 159.0141.9%
A 53.0+38.8202 K% A BRYon
(p=0.013), B34 #alao] X8 AlZA] 83.9+36.2
Boj|A] X2 £8A) 98.3+43. 8222 Z718ch

ZA) 0.97+0.27 mg/diolA A&
Z84 0.68+0.38 mg/diZ T4
ke AE 2o (p=0.6501),
24 @ATNAME 1.09+0.37 meg/dlollA 1,13+
0.68 mg/dlZ F7}3tAxt,

FrolElx Aty A BTAA 28 AR 209+
54.8 TU/mldllx] X& F8A 130+52.5 IU/mZ
Arste A%E 23309 (p=0.082), E&4 &
ZoAME 194+45.4 TU/miolA 149+32.5 1U/m
2 Zasiou 543 f4L sl

A Xe ZXETAAA XE AFA] 13,2+
0.5 g/diolA] X8 ZF8A 12.6+0.4 g/d=2 9
g WHEE Holr Ygkon, ELA BATIAAME
12.5+0.5 g/diolA 12.6+0.5 g/dl2 WEE B
oA g¥sgkrt,

Hag A9 A ZA8TAAA g AFA
296, 500+67,099/mrell Al X8 FEAl 246,500+
56,285/mre 2 fo)F W5 Holx]| ggten], &
24 FAFAME 246, 500156, 284/meol| A X7
Z8A] 226,000+85,896/mrE F2]d xo]E Kol
A kst

ASTE X 37dA A8 A2 14.8+1.4 U/L
A X' F8A 17.4+2.1 U/LE FriEEev
S98tx] @gron), BeA FAFAA 17.1+2.0
U/LelA 16.1+£2.1 U/LE ¥31E EolA| &5ttt

ALTE ZABFAA A8 AIFA] 13.0+2.4
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d, 284 8azdd+e 0.82+0.28 mg/dichA
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Table 2, Changes of clinical parameters

Bucillamine d-penicillamine® #383d 327}
FAIE¢ CysteinefF =AM 2 AW %= 9
thiol SH)7I& 7IA3 %l disease modifying
antirheumatic drug(DMARD)® dFeo =g
immunomodulator 9&-& 3l THX A3l
AR Z2EA] A3}, Fulgx Qxte 2HE 714
om, 4 AMIEQ] SA-981(Intramolecular
disulfide form)-< d-penicillamine¥t} Z&stm
E5% A99A24-& Jelity?, giHes §
olelx~ G X8 EHHo|lm Rzgo] wm
H A2 AdAF GFER gRA glon, AN} vim
Z wat - 6-8F ol Yee Aoz ¢a
ﬁ 9\1]:]_1.3.7.8.11).

vl fote] 28E A AR A9 PeE W

Initial group

Refractory group

Owk 12wk p value Owk 12wk p value
MS (min) 159.0+41.9 53.0+38.8 0.013 83.9+36.2 98.3+43.8 NS
VAPS(1-10) 51+0.8 2.8+0.7 0.038 5.0+0.6 4.3%£1.0 NS
TJC(0-68) 10.2x1.7 4.1+1.1 0.01 12.0£3.0 7.7t2.1 NS
SJC(0-66) 4.5+0.9 1.3%0.4 0.004 5.6£2.0 3.0%£0.9 NS
FC(1-4)
I, I 6 9 2 3
I, Vv 4 1 7 6
* mean+SE
* NS: not significant
Table 3, Changes of laboratory parameters
Initial group Refractory group
Owk 12wk p value Owk 12wk p value
ESR (mm/hour) 35.8+3.5 23.4%+4.0 0.03 34.3+6.9 34.4+9.0 NS
CRP (ng/dl) 0,.97+0.27 0.68x0.38 NS 1.09+£0.37 1.13£0.68 NS
Hb(g/di) 13.2+0.5 12.6+0.4 NS 12.5£0.5 12.6+0.5 NS
Platelet (x 10°/mr) 297212 2911240 NS 2471199 226+232 NS
AST(U/L) 14.8+1.4 17.4+2.1 NS 17.1£2.0 16.1+2.1 NS
ALT(U/L) 13.0+2.4 17.2+3.0 NS 15.2+4.0 13.6+2.1 NS
Cr (mg/dl) 0.81+0.53 0.84+0.06 NS 0.82+0.28 0.87x0.19 NS
RF(1U/mi) 209+54.8 130+52.5 NS 194£45.4 149+32.5 NS

* mean+SE
* NS: not significant
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Table 4, Adverse effects reported during the study

Initial group

Refractory group

Gastrointestinal disturbance
Skin rash

Proteinuria

Small nodules on tongue
Elevated hepatic enzymes

2

(=il

0
1
1
1

* Elevated hepatic enzyme was defined by ALT »>30 IU/L

Pale] GEBEY T4 VA F7t 20% oY F
A3l VAPS, ESR9] 20% Z4 2 7|58F9 1
GA ol TA F WA o WFde ALE
3Hog RF W ZXNFTFAME 60%14 A
glo} i 579 Am olde] M 73%s EAelE
Holx] gtont B84 #ATAAE 11%904 &
AH=e] bucillamine® Fvrlelx BAYGe 227
AHHYS & 4 AYh Sagawa T oA
©}2 DMARDZ 233 $x}E¢ vd DMARD
B AMEEA] Ftd BAEANA B £ S HAF
Ron, FulElx AAGY 27ld o3t o] F
s3tttn 4 ste] # A7) dAHE 27E AA
stk =3 FR7F /RARE A8 FA4A, d-
penicillamine && UY¥ MTXE AH434d &A=
qHE L F84F By’ Fgsiged &
Aol 224 #AFEL hydroxychlorquine,
MTX, sulfasalazine, D-penicillamine, aza-
thioprine2 AHE3IE o™, 1d o)ide] HA 34| o]
4% 9= 52 HENEPA FASoded
DMARDE bucillamined @E22 AM83leiA=
A olR] gktr), oleid B34 BAre] Agol F
AHg ZFAAE A BAlA bucillamined
Z7keled BT} uiZtEATHE Bt e uf?, B
AFANNAH 2832 FulEl2AE B3 A3
AROE 7|29 ¥Fule] A9 bucillamine® #*
7¥sled WEgsel ARE F7ske Ao W3l
2t Azt

Bucillamine A& wel 7} £3 7342 7
R AgFoz Busol nt?, R4S
Zol7] YelMe £33 HAHoz FIFste Aol
Fou, 7uE Rage Afoe T4 FT 9L
o] A& AMEE AL APstm YT, B AelA

£ 93307 7 £ FRLolR ey AE AHE
I HxAe Aoz i Fx fIEHdon, 7
B2z 149} Hol) F4 2o ZA™o] 1do]A 3l
Rovt Aulsted Ald AHE Foll 2AHAL v T
72 bucillamine o Ate] 10%0lA DMz}
vehln e Fo XAz E7stn A &HA
oy B dApdae lddr B ALE 27REA el
30 mg/dle] BNy} el 7MY FHEE
A AU 7T Belzh 1A et
v wA 7% Azt 4L FEZ AZAHD, A2
d go] AMgHE FEBES EF FALol W%
AofQl A-& Yz+shd DMARDEA 2 43 2ehH
Qd AHE Mg .

2 o

AAEL DMARDE AHE-@ ¥l gle Fvt
Bl #dgde] 28 84 1083 DMARDe]
%o gle 284 RFulelx #dg 32 9¥S o
A2 2 bucillamines ®dde oge AAE
aich.

1. A8 F8A ZAFFA Z27A Y &4
3, VAPS, 5839 #, FTAVHY F
ESR ¥ CRP7} R184d0| w3l KolaiA 7
A oy B34 FAFANE difie A
Bt 24ER e

2. A BAle} #AYH FREL 2IETA 4
o, B84 RTA HodolA wAEP oA,
ARAAH Fol7t FFE B3k 54 =2 MR
£33

ol4te]l A#RE bucillamine Frlelx FHF9
2284 AHHelw Hlwd AT FAALS & F
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