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paired unpaired
student's t- test ,
Mann- Whitney- Wilcoxen Rank sum test
p<0.05
1. : 58
MTX HCQ 26 ,MTX
32
Table 1
4
MTX 6 ,
Table 2
T able 1. Characteristics of patients
MTX+HCQ  MTX
Patient(n, completed study) 22 26
Sex(m/f) 2/20 8/18
Age(years) 38.9+ 12.0 41.8+ 124
Disease duration(months) 21.4+ 16.4 16.2+ 19.9
Positive rheumatoid factor(n) 22 26
MTX dose(mg/wk) 10.1+ 1.2 10.4+ 1.36
Prednisolone dose(mg/d) 3.1+ 3.18 2.8+ 3.40
Functional class
I, 1 9 10
1, 1v 13 16
Anatomical stage
I, 1 16 19
11 6 7

T able 2. Dropouts that occurred during the study

MTX/HCQ(%) 3 patients(13.6)=insufficient efficacy
1 patient(0.5)=poor compliance
MTX alone(%) 3 patients(11.5)=insufficient efficacy
2 patients(7.7)=poor compliance

1 patient(3.8)=systemic illness

19.5+ 3.28(

I+

)
(p=0.001),
13.4+ 2.22

7.8+ 1.46
MTX

5.2+ 1.32 (p=0.013)

(p=0.298)(T able 3).

11.7+ 2.84
(p=0.008), MT X
8.0+ 1.79
(p=0.003).

4.2+ 1.17

2.4+ 0.62

(p=0.529).

189.6+ 29.68 56.6+ 16.18
(p=0.001), MTX
134.8+ 23.93 65.8+ 17.64

(p=0.012).

(p=0.076).
(VAPS)
6.5+ 0.61 3.8+ 0.44

(p=0.001), MTX
5.1+ 0.46 3.8+ 0.43
(p=0.019).
41.5% 25.5%

(p=0.047).
MHAQ 1.8+
0.15 1.2+ 0.06

(p=0.001), MTX
1.4+ 0.11

1.7+ 0.11
(p=0.005). MHAQ
33.3%
17.6% (p=0.037).

(PGA)
6.8+ 0.60
(p=0.005), MT X

3.6+ 0.40

4.5+ 0.56

5.9+ 0.35
(p=0.001).
(p=0.979).
3. : ESR
56.5+ 6.79 mm/hr
4.26 mm/hr

27.1+
(p=0.001), MT X
502+ 561 mm/hr 31.1+ 4.05

mm/hr (p=0.004)
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T able 3. Comparison of mean values of clinical and laboratory parameters at baseline and 6 months

MTX+HCQ(n=22) M T X (n=26) Group
mo 0 mo 6 p- value mo 0 mo 6 p- value difference
VAPS(1- 10) 6.5 3.8 <0.001 5.1 3.8 <0.05 0.047
M S(min) 189.6 56.6 <0.001 134.8 65.2 <0.05 NS
MHAQ(1-4) 1.8 1.2 <0.001 1.7 1.4 <0.05 0.037
PGA (0- 10) 6.8 45 <0.05 5.9 3.6 <0.001 NS
T JC(0- 68) 195 7.8 <0.001 134 5.2 <0.05 NS
SJC(0- 66) 11.7 4.2 <0.05 8.0 2.4 <0.05 NS
ESR(mm/hr) 56.5 271 <0.001 50.2 31.1 <0.05 NS
CRP(mg/dl) 2.36 0.78 0.057 2.76 1.05 <0.05 NS
* NS: not significant
T able 4. Adverse effects reported during the study (p=0.369).
MTX+HCQ(%) MTX (%) 4. : 17
Stomatitis 1(4.5) 1(3.8) ’ ’
Oral ulcer 4(18.2) 2(7.7) (Table 4).
Gl trouble 4(18.2) 2(7.7)
Menstrual irregularity 1(4.5) 0
Elevated hepatic enzymes* 6(27.3) 11(42.3)
* Elevated hepatic enzyme was defined by SGPT >30
it MTX DMARDs
ESR (p=0.237). ,
CRP 2.4+ 0.77 mg/dl 1349.
0.8+ 0.34 mg/dl dihydrofolate reductase thymidylate synthetase
(p=0.057), MTX 5, adenosine
2.8+ 0.68 mg/dl 1.0+ 0.34 mg/dI 5, collagenolytic protease
(p=0.028). 6), , T
(p=0.091). ,
SGOT (AST) 13.4+ 9. HCQ
1.23 IU/L 14.3+ 0.99 IU/L 478,
(p=0.415), MT X IL-1
15.2+ 1.09 IU/L 20.5+ 2.13 IU/L
(p=0.023) MTX HCQ 9.
SGOT . Fries 9
SGOT MTX HCQ
(p=0.094). HCQ
SGPT 13.1+ 1.98 IU/L MT X , Ferraz
18.0+ 3.14 IU/L 2 MTX  Chloroquine
(p=0.170), MTX 15.4+ MTX
2.76 1U/L 25.6+ 4.20 IU/L
(p=0.033). 3

. 87-



56

VAPS, , , ESR, CRP
VAPS,
, MHAQ, PGA, ESR CRP
, 3
6
, VAPS MHAQ 41.5%, 33.3%
MT X 25.5% 17.6%
55.5% MTX
30.4%
(p=0.105).
MTX
(SGPT ) 17 (6 ),
6 ), @) :
MTX
SGOT SGPT , 21%
88% 10 11, 12,
SGOT
13, Kremer 14
MTX SGOT
Fries 9 HCQ MTX
, SGOT
, HCQ lysozyme
. Ferraz 2
HCQ chloroquine MTX
2
6 (34 )
3 (34 )
MTX

SGPT

IlU/L

- 88-

4.

SGOT Fries 9
, SGOT
(p=0.078). SGPT
30 IU/L
6/22, 11/26
(p=0.248), 60
2,
6
. SGOT 30 IU/L
, SGOT
. MTX
1996 5 1996 12
58
6 MTX HCQ MTX
VAPS, , MHAQ, PGA,
, ESR
MTX
VAPS MHAQ
, PGA,
SGOT SGPT MTX
MTX/HCQ MTX

461 1999



8 M ethotrexate- Hydroxychloroquine

=Abstract=

Open Clinical Trial of Methotrexate Alone
and Combination of Methotrexate and
Hydroxychloroquine in the Treatment of
Rheumatoid Arthritis

Chang-Ho Song, M.D.*, Yong- Beom Park, M.D.
Bong-Ki Lee, M.D*, Won-Ki Lee, M.D.
Choong-Won Lee, M.D.,, Chang- Hee Suh, M .D.
Chan-Hee Lee, M.D., Jisoo Lee, M.D.
Soo- Kon Lee, M.D.

Department of Internal M edicine, Wonju M edical
college*, Yonsei University, Wonju, Korea
Department of Internal M edicine, Yonsei University

College of M edicine, Seoul, Korea
Objective To assess the relative efficacy of
combination therapy of methotrexate(MT X) and hydroxy-
chloroquine(HCQ) in rheumatoid arthritis, we performed
an open clinical trial for 6 months.

Methods : We compared the efficacy of combination
therapy of MT X(7.5- 15mg/week) and HCQ(300-400mg/
day) with that of MTX(7.5-15mg/week) alone. Twenty
six and thirty two patients were allocated in each
treatment arm. Disease activity was assessed by visual
scale(VAPS),
stiffness(M'S), modified health assessment questionnaire
(MHAQ), physician's global assessment(PGA), tender
joint count(T JC), swollen joint count(SJC), ESR and CRP
at 0, 3, 6 months. Adverse effects were monitored

analogue pain duration of morning

monthly.
Results
significantly decreased in both group except CRP in

At the end of trial, all parameters were

combination therapy group. But the extent of response
was not significantly different between two groups except
VAPS and MHAQ. Mean values of liver enzymes were
significantly increased in MT X alone group, but incidence
of hepatotoxicity and extent of elevated enzyme were not
significantly different between two groups.

Conclusion : Both regimens were effective in the
treatment of RA patients, but the efficacy of combination
therapy was not superior to MT X alone.

Key Words Rheumatoid arthritis, M ethotrexate,
Hydroxychloroquine

Marginal note : Combination therapy of methotrexate

M ethotrexate

and hydroxychloroquine in rheumatoid
arthritis
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