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The Comparison Study on the Efficacy of
Bucillamine Monotherapy and
Bucillamine plus Methotrexate Combination Therapy
in the Treatment of Rheumatoid Arthritis

Young Ran Lee!, Okkyung Suh’, Sung Soo Jung, Jae Bum Jun, Dae Hyun Yoo,
Suk Hyang Lee", Hyun Tack Shin’, and Seong Yoon Kim
*Department of Pharmacy, Hanyang University Medical Center,

Haengdang-Dong 17 Sungdong-Gu, Seoul 133-792, Korea

The Hospital for Rheumatic Diseases, Department of Internal Medicine.

Hanyang University College of Medicine

*Graduate School of Clinical Pharmacy. Sookmyung Women’s University.

Chungpa-Dong 2-Ka Yongsan-Gu. Seoul 140-742. Korea

Rheumatoid arthritis (RA) is a common systemic inflammatory disease which DMARDs have been
widely used as a treatment modality both as monotherapy and combination therapy. Bucillamine,
one of newer DMARDSs, has recently proven its efficacy as monotherapy in the treatment of RA.
The objective of this study was to compare the efficacy and the safety of bucillamine monotherapy
and bucillamine plus methotrexate combination therapy in the treatment of rheumatoid arthritis.
Forty-nine mild RA patients were enrolled in this prospective, open-trial and were assigned to
receive bucillamine 200 mg/day (n=18) or bucillamine 200 mg/day and methotrexate 7.5-15 mg/
week (n=31) orally for 16 weeks. Concomitant use of NSAID and prednisolone <5 mg/day or
equivalent dose of steroid were allowed. Both monotherapy group and combination therapy group
have shown significant improvement in disease activities (Ritchie index, painful joints, swollen
joints, morning stiffness, grip strength, ESR, RF, CRP, patient's self assessment of pain, physician’s
global assessment of disease activity) from the baseline. However, there was no statistically
significant difference between two groups. The adverse effects were more frequently shown in
combination therapy group than monotherapy group. In conclusion, in patients with mild RA
monotherapy has shown to be equally efficacious as combination therapy with less side effects. (Kor.
J. Clin. Pharm. 1998; 8(1): 1-12)
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Table 1. Baseline characteristics of patients with rheumatoid arthritis (mild disease)

BUC (mean+SD) BUC+MTX (mean+SD)

Characteristic (n=18) (n=22) P-value
Age (yn)
Mean 44.50+11.16 42.59+11.02 0.591
Range 27~66 24~61
Sex (F/M) 13/5 20/2 0.211
Stage 1.67+0.59 2.05+0.72 0.091
Class 1.56+0.51 1.55+0.51 0.950
Uil 8/10 10/12
Duration of disease (yr) 5.34£3.40 8.50+9.37 0.154
<2 3 2
<7 9 13
<15 6 4
>15 0 3
NSAID 16 21 0.579
Prednisolone 15 19 0.789
(% of patients) (77.8%) (86.4%)
Prednisolone dose (mg/day) 236135 330179 0.068
MTX dose (mg/week) 9.89+2.25
Ritchie Index (score) 8.39+5.16 8.361+4.08 0.774
Painful joint (n) 7.22+4.40 8.27+432 0.453
Small swollen joint (n) 2.50+3.03 4.50+4.38 0.109
Large swollen joint (n) 239+1.79 359+2.82 0.126
Morming stiffness (min.) 147.50+78.03 106.59+91.20 0.141
Grip strength-R (Ib) 33.33+14.62 25.86+10.01 0.063
Grip strength-L (Ib) 32.224+17.33 23.77+10.24 0.079
ESR (mm/hr) 33.94+13.70 41.95+13.59 0.072
RF (IU/ml) 102.07+153.04 170.24+180.32 0.211
CRP (mg/dl) 0.86+1.11 1.64+1.76 0.99
Hgb (g/dl) 12.07+£1.57 11.52+1.63 0.288
PLT (% 10’/mm) 307.89+90.77 326.64+84.59 0.504

ESR: erythrocyte sedimentation rate, RF: rheumatoid factor, CRP: C-reactive protein, Hgb: hemoglobin, PLT: platelet.

Table 2. Disease activities in the study patients (mild disease)

Characteristic BUC (mean+SD) BUC+MTX (mean=+SD) P-value
No. of patients

baseline 18 22

4 weeks 14 20

8 weeks 13 19

12 weeks 12 19

16 weeks 12 19
Prednisolone (mg/day)

baseline 2.36+1.35 3.30+1.79 0.068

16 weeks 1.15+1.30* 2.63+1.55*% 0.008"
MTX (mg/week)

baseline 9.89+2.25

16 weeks 12.74+£2.22%%
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Table 2. continued

Characteristic BUC (mean+SD) BUC+MTX (mean+ SD) P-value
Ritchie Index (score)
baseline 8.39+5.16 8.36 +4.08 0.774
4 weeks 350+2.98** 6.05+3.30** 0.032"
8 weeks 3.00+2.83** 4.63+£2.52** 0.034"
12 weeks 2.50+£2.84** 3.8442.12** 0.021"
16 weeks 225+2.26%* 3.21+1.87** 0.075
Painful joint (n)
baseline 7.22+4.40 827+4.32 0.453
4 weeks 3.36+3.08** 5.90+2.99** 0.022"
8 weeks 3.00£2.86%* 4.63+2.56%* 0.102
12 weeks 2.6742.93** 3.95+£2.27** 0.183
16 weeks 2.33+2.46** 3.534£2.12%* 0.162
Small Swollen joint (n)
baseline 2.50+3.03 4.50+4.38 0.109
4 weeks 1.14+2.18* 3.05+2.42* 0.025"
8 weeks 1.15+1.86%* 1.8442.14%% 0.355
12 weeks 1.08+1.73* 1.58+1.80* 0.455
16 weeks 050+ 1.17* 1.264+1.79** 0.162
Large Swollen joint (n)
baseline 239+1.79 359+282 0.126
4 weekss 0.93+1.07* 2.30£3.01%* 0.113
8 weeks 1.31+1.44 1.744+2.21%* 0.543
12 weeks 1.254+2.01 1.47+2.25%* 0.781
16 weeks 0.58+0.90** 1.474£2.32%* 0.216
Grip Strength-R (lb)
baseline 333311462 25.86 £10.01 0.063
4 wecks 45.71417.25%* 31.70+9.69** 0.005
8 weeks 48.00+15.95** 35.42+10.75** 0.012"
12 weeks 48.50+16.07** 36.63+11.88** 0.025"
16 weeks 50.50+13.21** 37.26+12.74** 0.009"
Grip Strength-L (Ib)
baseline 32.22+17.33 23.77+10.24 0.079
4 weeks 44.57+18.40** 29.10 £ 11.12** 0.004"
8 weeks 47.69+21.69** 33.26+11.21** 0.042"
12 weeks 52.67420.55%* 34.84+11.02** 0.004"
16 weeks 53.004+18.38** 3458 £11.62** 0.002"
Morning Stiffness (min)
baseline 147.50478.03 106.59+91.20 0.141
4 weeks 59.29469.00** 67.50+74.38** 0.746
8 weeks 37.69+34.44** 46.58+59.28** 0.597
12 weeks 24.42+32.69** 32.00£53.53** 0.663
16 weeks 34.17+52.48** 35.89+69.47** 0.942
ESR (mm/hr)
baseline 33.94+13.70 41.95+13.59 0.072
8 weeks 27.54+14.31** 35.42+13.32% 0.121
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Characteristic BUC (mean=+SD) BUC+MTX (mean=SD) P-value
RF (IU/ml)
baseline 102.07+153.04 170.24+180.32 0.211
8 weeks 37.10+56.04 96.79+125.34** 0.119
16 weeks 23.911-44.55 69.36+108.92** 0.200
CRP (mg/dl)
baseline 0.86+1.11 1.64+1.76 0.099
8 weeks 0.49+0.56 1.23+1.40** 0.049"
16 weeks 0.5740.65 1.06 +1.20* 0.217
PSA (score)
baseline 4+0 4+0
4 weeks 271+1.07%* 3.00+0.56** 0.278
8 weeks 2.4610.88*%* 2.42+0.61%* 0.817
12 weeks 2.17£0.94** 2.054£0.71%* 0.810
16 weeks 1.92+0.90** 1.74+0.73%* 0.600
PGA (score)
baseline 410 4+0
4 weeks 2.50+1.22%* 2.85+0.59** 0.295
8 weeks 2.15+£0.99** 2.26+0.56%* 0.661
12 weeks 1.83£1.03** 1.89+0.66%* 0.555
16 weeks 1.67+0.99** 1.68+0.75%* 0.637

ESR: erythrocyte sedimentation rate, RF: rheumatoid factor, CRP: C-reactive protein

PSA: patient's self assessment of pain, PGA: physician's global assessment of disease activity
1 : Statistically significant difference between two groups (p<0.05)

*: Statistically significant difference from the baseline (p<0.05)

**: Statistically significant difference from the baseline (p<0.01)
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Fig. 1. Disease activity vs duration of treatment: mild disease (Ritchie index, painful joint),

# :Statistically significant difference between two groups (p<0.05).
* : Statistically significant difference from the baseline (p<0.05),
** : Statistically significant difference between two groups (p<0.01).
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Fig. 2. Disease activity vs duration of treatment: mild disease (small swollen joint, large swollen joint),
# :Statistically significant difference between two groups (p<0.05).
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: Statistically significant difference from the baseline (p<0.05).

** : Statistically significant difference between two groups (p<0.01).
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Fig. 3. Disease activity vs duration of treatment: mild disease (grip strength-R, grip strength-L),
# :Statistically significant difference between two groups (p<0.05).

*

: Statistically significant difference from the baseline (p<0.05).

** : Statistically significant difference between two groups (p<0.01).
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Fig. 4. Disease activity vs duration of treatment: mild disease (morning stiffness, ESR).
# :Statistically significant difference between two groups (p<0.05).

*

: Statistically significant difference from the baseline (p<0.05).

** : Statistically significant difference between two groups (p<0.01).
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Fig. 5. Disease activity vs duration of treatment: mild disease (RF, CRP).
# : Statistically significant difference between two groups (p<0.05).

*

: Statistically significant difference from the baseline (p<0.05).

#* : Statistically significant difference between two groups (p<0.01).
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Fig. 6. Disease activity vs duration of treatment: mild disease (PSA, PGA).

#: Statistically significant difference between two groups (p<0.05). *

: Statistically significant difference from the

baseline (p<0.05). **: Statistically significant difference between two groups (p<0.01).

Table 3. Abnormal laboratory findings and side ef-
fects

BUC BUC+MTX

Hemoglobin 71 20|
Platelet 117

ALP 11 317
BUN 37 27
Total protein 2]
Albumin 2|
Amorphous phosphate 1
Albumin 1 1
Blood 3
Ketone 1 2
Nitrite 1
Bacteria 2
Taste bud change 1

Salty taste 1

Itching 1 1
Eye fatigue 1
Dry eye 1
Cramping pain of lower leg 1
Cough (including URI) 1
Nausea 1 6
Indigestion 1 1
Stomachache 3
Headache 1
Dizziness 1
Total (%) 19 (22.73) 56(77.27)

1 : above normal range, | : below normal range, ALP:
alkaline phosphatase, AST: aspartate aminotransferase,
ALT: alanine aminotransferase, BUN: blood urea nitro-
gen URI: upper respiratory infection.
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