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Abstract The anti-TNF-o chimeric monoclonal antibody
infliximab is the first biologic to be approved for rheuma-
toid arthritis (RA) in Japan, and post-marketing surveillance
of all of the Japanese cases treated with infliximab has been
conducted to explore the safety of infliximab therapy. In
addition, a retrospective clinical study on the notable effi-
cacy and related factors of infliximab therapy in an RA
management group in Japan (RECONFIRM and RECON-
FIRM-2) has demonstrated clinical responses. However,
information on the effect of infliximab on joint destruction
in Japanese RA patients remains insufficient. In this study,
we retrospectively analyzed X-ray data from 67 patients in
whom both hand and foot X-rays at baseline and at
54 weeks had been available among the 410 cases in the
RECONFIRM-2 study. By scoring the X-rays according to
the modified van der Heijde (vdH)-Sharp method, we found
that the total vdH-Sharp score in the RA patients before
infliximab therapy was 104.40 + 87.34 and the yearly
progression was 21.33, indicating relatively rapid progres-
sion. After infliximab therapy for 54 weeks, the total vdH—
Sharp score at 54 weeks was 104.37 £ 86.87 and the
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estimated yearly progression was —0.03, indicating the
almost complete inhibition of progression. The RECON-
FIRM-2J study confirmed the significant ability of
infliximab to halt joint destruction in Japanese RA patients,
and showed that joint destruction was significantly associ-
ated with disease activity and the dose of MTX in the
patients with moderate and advanced disease durations,
respectively, before infliximab therapy.
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Introduction

Rheumatoid arthritis (RA) is a systemic inflammatory
disorder, characterized by chronic, destructive and
deforming arthritis [1], resulting in significant morbidity
and mortality [2-5]. Since TNF-o plays a pivotal role in the
pathogenesis of RA [6-8], biological agents targeting TNF-
o are highly effective at not only reducing clinical signs
and symptoms but also retarding structural damage to the
joints; thus, these agents have had a great impact on the
management of RA [9]. The abovementioned results were
obtained in double-blind, randomized, clinical trials in
which methotrexate (MTX; mean weekly doses ranging
between 15 and 17 mg) and infliximab were administered
concomitantly [10-12]. In Japan, however, the maximal
approved dose of MTX is 8 mg/week; this difference raises
the question of whether infliximab can suppress joint
destruction when a lower dose of MTX is being adminis-
tered concomitantly, as is the case in daily clinical practice
in Japan.

The anti-TNF-o chimeric monoclonal antibody inflix-
imab is the first biologic to be approved for the treatment of
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RA in Japan [13], and the approved dose is 3 mg/kg every
eight weeks after zero, two, and six weeks of induction
with MTX. The safety of infliximab use in Japan has now
been explored in a post-marketing surveillance of all of the
cases that have been treated with infliximab [14]. Fur-
thermore, a retrospective clinical study on the notable
efficacy and related factors of infliximab therapy in a RA
management group in Japan (RECONFIRM) has demon-
strated clinical responses, with significant improvements
observed in 258 cases after 22 weeks [15] and extended
observations from 22 to 54 weeks completed in 410 cases
(RECONFIRM-2) [16]. The RECONFIRM-2 study has
shown that the retention rate at 54 weeks was 75.6% and
that European League Against Arthritis (EULAR) good,
moderate and no responses to infliximab were 37.0, 41.7
and 21.2%, respectively, with EULAR remission achieved
in 27.6% of patients; thus, these data confirmed the
excellent clinical efficacy of infliximab when administered
over a period of one year [16]. However, information on
the effect of infliximab on joint destruction in Japanese RA
patients remains insufficient.

In a previous study, we demonstrated that the estimated
yearly progression rate was extremely high in Japanese RA
patients before the start of infliximab therapy [17], and that
the progression rate was suppressed by treatment with
infliximab for one year [17]. This data was collected at a
single center, and the patients who were recruited for the
study were longstanding RA patients who had been waiting
for a long time for anti-TNF inhibitors to be approved.
Consequently, any interpretation of these results is limited.
In the present RECONFIRM-2J study, we recruited 67 of
the 410 cases reported in the RECONFIRM-2 study [16];
these patients were recruited from three centers, and 19.4%
had early RA (<2 years). Both hand and foot X-rays at
baseline and at 54 weeks were available for all of the
recruited patients. We then retrospectively analyzed the X-
ray data from these 67 patients before and 54 weeks after
the start of infliximab therapy using a modified van der
Heijde (vdH)-Sharp score. The factors contributing to the
progressive features of joint destruction at baseline as well
as those at 54 weeks after infliximab therapy were then
analyzed.

Patients and methods
Patients and evaluation
Data and information on RA patients fulfilling the diag-
nostic criteria of the American College of Rheumatology
(ACR) [18] were collected from three major rheumatology

centers in Japan: the Department of Rheumatology and
Clinical Immunology, Saitama Medical Center, Saitama
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Medical University, Saitama; the First Department of
Internal Medicine, School of Medicine, University of
Occupational and Environmental Health Japan, Kitakyu-
shu; and the Institute of Rheumatology, Tokyo Women’s
Medical University. All patients receiving infliximab
treatment at one of these institutions as of December 2005
were registered in this retrospective study. Demographic
data, including disease duration and concomitant therapy,
were collected from the patients’ medical charts. The fol-
lowing parameters were evaluated before and at 54 weeks
after the initial infliximab infusion: tender joint count
(TJC) 28, swollen joint count (SJC) 28, patient’s assess-
ment of pain on a visual analog scale (patient’s pain VAS),
patient’s global assessment of disease activity (patient’s
global VAS), physician’s global assessment of disease
activity (physician’s global VAS), and C-reactive protein
(CRP).

Infliximab therapy

Infliximab was infused to patients at zero, two, and six
weeks followed by every eight weeks at a dose of 3 mg/kg,
according to the drug labeling and the guidelines of the
Infliximab Study Group of the Ministry of Health, Welfare
and Labor in Japan [19]. The concomitant use of MTX was
instituted in all cases, although the dose of MTX was
determined by each attending physician.

Therapeutic response

Disease activity was assessed using the disease activity
score, including a 28-joint count (DAS28)-CRP that was
calculated according to the authorized formula (http://
www.das-score.nl/www.das-score.nl/index.html). DAS28-
CRP values are reportedly lower than the original DAS28
assessments using the erythrocyte sedimentation rate
(ESR), and we used a threshold of 4.1, instead of the ori-
ginal 5.1, as the cut-off for high activity and 2.7, instead of
3.2, as the cut-off for low activity [20]. Thus, we defined
DAS28-CRP values >4.1 as high activity, <2.7 to <4.1 as
moderate activity, and <2.7 as low activity, with <2.3
defined as remission [15, 16]. The responses to infliximab
therapy at 22 weeks were evaluated using the European
League Against Arthritis (EULAR) response criteria, with
4.1 and 2.7 used as the thresholds for high and low disease
activities, respectively.

X-ray evaluations of hand and feet joints

Among the 410 patients in the RECONFIRM-2 study,
X-ray images of both hands and feet at 0 and 54 weeks
were available for 67 patients. Two expert readers inde-
pendently scored articular damage and progression in a
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blinded fashion according to the modified vdH-Sharp
scoring method. Radiographic progression was defined as
a difference that was greater than the smallest detectable
difference (SDD) [21]. The SDD for the mean change
from baseline using the two readers’ scores for each
patient’s radiographs was 4.39 (the standard deviation of
the per-patient differences between the readers divided by
the square root of 2), which corresponds to nearly 1% of
the maximum total modified vdH-Sharp score (TSS)—
that is, 448.

Statistical analysis

Patients with radiographs of both hands and feet at baseline
and at 54 weeks after the start of infliximab therapy were
included in the analysis. Summary statistics of the median,
mean, and interquartile ranges are presented for continuous
variables. Spearman correlation analyses were performed to
evaluate the association between baseline covariates and
changes in the radiographic scores. For categorical response
parameters, group comparisons were made using the chi-
square test. Logistic regression analyses were performed to
examine the significance of individual variables in pre-
dicting radiographic progression at baseline and at week 54.
Patients were grouped into tertiles according to key pre-
dictors identified by the correlation and regression analyses
at baseline; changes in total modified vdH-Sharp score
(TSS) were summarized for the patients in each tertile.

The proportions of patients who had no progression in
their TSS and joint space narrowing score were calculated.
No progression was defined as less than 0.5 units of change
from baseline or less than a given threshold value, such as
the SDD, in their TSS.

Statistical analyses were performed using JMP software
version 6.1 (SAS Institute, Cary, NC, USA). All statistical
testing was two-sided. P values <0.05 were considered
significant.

Results

Baseline demographics and subsequent changes
in clinical parameters for 67 patients with X-ray data

Among the 410 patients enrolled in the RECONFIRM-2
study, we selected 67 patients in whom both hand and foot
X-ray data were available and investigated structural
damage and its progression during infliximab therapy in
this RECONFIRM-2 Joint (RECONFIRM-2J) study. When
the baseline characteristics of the 67 patients in the REC-
OMFIRM-2J study were compared with the rest of the
patients in the RECONFIRM-2 study without X-ray data
(n = 343), the patients in the present study were found to

be younger and received higher doses of MTX than the 343
patients without X-ray data in the RECONFIRM-2 study
(Table 1). Age and dose of MTX were significantly dif-
ferent between the patients in the RECONFIRM-2J study
and the rest of the patients in the RECONFIRM-2 study
(age: 50.8 £ 11.4 vs. 53.7 &£ 12.9 years, respectively,
P =0.0411; MTX dose: 83 £+ 2.4 vs. 7.7 = 1.9 mg,
respectively, P = 0.0349). As shown in Table 1, the clin-
ical parameters of the 67 patients in the present study
responded dramatically to infliximab therapy (DAS28 at
0 week: 5.64 +£1.03, and DAS28 at 54 weeks:
3.02 £ 1.25; 46.5% reduction), and the response rate was
slightly better than that of the 343 patients in the
RECONFIRM-2 study (DAS28 at 0 week: 5.48 £ 1.14,
and DAS28 at 54 weeks: 3.34 + 1.41; 39.1% reduction).

Baseline X-ray data

Joint destruction was assessed using the modified vdH-
Sharp score of hand and foot X-rays at baseline (0 week)
and at 54 weeks after the start of infliximab therapy. The
score at 0 week ranged from 9.5 to 410. The mean & SD
of the score at baseline was 104.40 &+ 87.34, and the
median, upper quartile, and lower quartile values were
73.5, 147.5, and 45.0, respectively. When the estimated
yearly progression from disease onset was calculated, its
value ranged from 2.11 to 118.80, with a mean value of
21.33. The median, upper quartile, and lower quartile
values of the estimated yearly progression in the patient
cohort were 16.19, 25.50, and 9.69, respectively.

To clarify the clinical parameters related to the total
modified vdH-Sharp score (TSS) before infliximab ther-
apy, we analyzed a possible correlation between the TSS
and a series of clinical parameters at 0 weeks. No signifi-
cant relations between the TSS at 0 weeks and sex, age, RF
titer, DAS28, MTX dose, or PSL dose at 0 weeks were
found, whereas the TSS at 0 weeks was significantly cor-
related with the disease duration (r = 0.62, P < 0.001).
Since these factors interact with each other, we analyzed
the relationship between the TSS and a series of clinical
parameters at O weeks using a multivariate analysis but
found no significant correlation among the parameters,
with the exception of disease duration again (data not
shown). Thus, we further analyzed the possible correlation
between TSS and a series of clinical parameters at 0 weeks
in subgroups of the patients with variable disease durations.

Correlation between total modified vdH-Sharp score and
clinical characteristics among patients

with variable disease durations before infliximab therapy

Since disease duration was the only factor significantly
correlated with the total modified vdH-Sharp score (TSS)
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Table 1 Clinical characteristics in RECONFIRM-2J and RECONFIRM-II studies

Variables RECONFIRM-2J (N = 67) The other cases in RECONFIRM-2 (N = 343) P value
Mean SD Median 25% 75% Mean SD Median 25% 75%
Female 0.91 - - - - 0.86 - - - - 0.4216
RFE(+) 0.84 - - - - 0.88 - - - - 0.3095
Age 50.8 114 53 44.5 59.5 53.7 12.9 56 46 63 0.0411
Duration 7.9 7.3 5.6 2.5 10.8 9.8 9.1 7.0 3.0 14.0 0.1549
Stage 3 1 3 2 4 3 1 3 2 4 0.4893
Class 2 1 2 2 3 2 1 2 2 2 0.0553
RF 169.5 230.9 68.5 32.0 207.2 2222 352.0 99.3 40.6 243.9 0.2484
MTX dose 8.3 2.4 8 8 8 7.7 1.9 8 6 8 0.0349
PSL dose 44 32 5.0 1.5 6.5 37 3.8 4.0 0.0 5.0 0.0574
CRP 38 3.1 2.8 1.5 53 32 2.7 2.5 1.0 4.6 0.1969
TJC 11.1 6.9 10 6 17 10.3 7.3 9 5 14 0.2607
N[e 10.9 5.6 10 7 15 10.5 6.3 9 6 14 0.3115
GH 61.0 224 63 47 79 63.7 21.5 67 50 80 0.3081
DASO 5.6 1.0 5.7 4.9 6.5 5.5 1.1 55 4.7 6.3 0.2967
DAS2 35 1.1 3.6 2.8 4.3 34 1.2 33 2.6 4.2 0.3587
DAS6 32 1.1 3.1 2.6 3.9 32 1.2 32 2.3 4.0 0.9418
DAS14 3.1 1.2 3.0 2.2 3.7 33 14 3.1 2.3 4.1 0.2938
DAS22 3.0 1.2 2.8 2.0 39 34 1.5 33 2.2 44 0.1108
DAS30 3.0 1.2 3.1 2.2 3.7 34 14 34 2.3 44 0.0576
DAS38 3.1 1.2 3.1 24 39 34 14 32 2.3 42 0.2846
DAS46 32 1.2 29 2.3 4.0 33 1.4 3.1 22 4.2 0.7174
DAS54 3.0 1.2 2.7 22 37 33 14 33 22 4.3 0.0795

at 0 weeks, we attempted to categorize the patients into
three groups by the disease duration according to the lower
quartile (2.5 years) and the upper quartile (11.0 years) of
the distribution (Fig. 1a). The three groups of the patients,
thus, subdivided into early (<2.5 years), moderate (>2.5 to
<11.0 years), and advanced disease (>11.0 years) clearly
showed that the estimated yearly progression was most
rapid in the early RA (Fig. 1b). In the early RA group
(disease duration <2.5 years), no significant correlations
between the TSS at 0 week and a series of clinical
parameters were found, whereas the DAS28 at 0 weeks
was significantly correlated with the TSS at O weeks in the
moderate RA group (r = 0.416, P = 0.015); the dose of
MTX was also inversely correlated with TSS at 0 weeks in
the advanced RA group (r = —0.508, P = 0.045) (Fig. 2).

X-ray progression at 54 weeks after the start
of infliximab therapy

After treatment with infliximab, the total modified vdH-
Sharp score (TSS) at 54 weeks was not markedly pro-
gressed and remained unchanged from that at O weeks
(104.40 4 87.34 at 0 weeks vs. 104.37 £+ 86.87 at
54 weeks), as shown in Fig. 3. The estimated yearly
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progression at 0 weeks was 21.33, while that at 54 weeks
was —0.03, producing a 101.14% reduction in the rate of
joint destruction. In addition, progression was completely
inhibited in 39 patients (58.2%), including 25 patients
(37.3%) with negative changes—suggesting the possibility
of radiographic repair. No new erosions were seen in 66
patients (98.5%), and only one patient, in whom estimated
yearly progression at 54 weeks was 7.5, exhibited new
erosions. These results confirm that infliximab therapy
strongly inhibited the progression of structural damage,
even in Japanese RA patients with high estimated yearly
progression rates of over 20 and mean disease durations of
around ten years (13 cases, 19.4% of the total of 67 cases,
were early RA with disease duration <2 years).

Finally, we investigated the possible correlation
between the estimated yearly progression at 54 weeks and
a series of clinical parameters and found that sex, age,
disease duration, RF titer, MTX dose, and PSL dose were
not significantly correlated with the progression of joint
destruction (data not shown), suggesting that infliximab
therapy suppressed the progression of structural damage
remarkably in the vast majority of the patients, irrespective
of the clinical characteristics of the patients. In addition,
the estimated yearly progressions at baseline for the



Mod Rheumatol (2008) 18:447-454

451

== ;

L —

[INENENENE!

I I I I I

L L T T L L L ]
01234567 8910 12 14 16 18 20 22 24
1207
110
100 -
90 ]
80
70
60
50-_
40
307
20 7 [
10 ]

0

estimated yearly progression

(S

Early Moderate Advanced
N=17 N=34 N=16

Fig. 1 a Number of cases with early, moderate or advanced RA. The
line in the box represents the median value, the diamond box
represents the mean value, and the upper and lower ends of the box
indicate the 25th and 75th percentiles of the population. b Yearly
progression of TSS in patients with early RA (n = 17), moderate RA
(n = 34), and advanced RA (n = 16). The line in the box represents
the median value, and the upper and lower ends of the box indicate the
25th and 75th percentiles of the population

patients with early, moderate, or advanced RA were sig-
nificantly suppressed at 54 weeks, as shown in Fig. 3
(0.21 £ 0.60, —0.11 & 0.42, and —0.09 £ 0.62, respec-
tively), indicating that infiximab effectively halted the
progression of structural damage not only among patients
with advanced diseases but also among patients with early
or moderate disease.

Discussion

The RECONFIRM-2]J study analyzed structural damage in
Japanese RA patients who had been treated with infliximab
in addition to low doses of MTX and examined the clinical
parameters correlated with joint destruction. Although the
clinical efficacy and safety of infliximab therapy in Japa-
nese patients with RA has now been explored [15, 16], only
a few reports have examined the effect of infliximab on
structural damage [17]. In this report, we studied 67 RA
patients among the 410 patients enrolled in the RECON-
FIRM-2 study and analyzed the structural damage in these
patients using the modified vdH-Sharp scoring method at

0 weeks as well as at 54 weeks after the start of infliximab
therapy. The average total modified vdH-Sharp score
(TSS) at baseline was 104.40 and the estimated yearly
progression was 21.33 prior to the start of infliximab
therapy, whereas the average TSS was markedly sup-
pressed to 104.37 and the estimated yearly progression was
—0.03 at 54 weeks after the start of infliximab therapy.

This study has several limitations. First, among the 410
enrolled RA patients in the RECONFIRM-2 study, we ret-
rospectively analyzed 67 patients for whom hand and foot
X-rays taken at 0 and 54 weeks after the start of infliximab
therapy were available. So, a possible selection bias should
be seriously considered. Although the patients in this study
were younger and the doses of MTX were greater than those
without X-ray analysis, the other baseline characteristics
and clinical parameters were comparable among two
groups. On the other hand, the response to infliximab was
slightly better among the 67-patient cohort in the present
study, introducing the possibility that we may have selected
patients with a better response to therapy. Nevertheless,
when the responses were assessed using the ACR and
EULAR criteria, the differences in the responses of the two
patient populations were not significantly different. Second,
the dose of MTX used in Japan is lower than those used in
other countries, including the US, many European countries
and even other Asian countries, because of a Japanese
regulatory restriction stating that the maximum allowable
dose of MTX is 8 mg/week; nevertheless, higher doses of
MTX are sometimes used in daily clinical practice. Indeed,
the mean MTX dose in the present study was 8.3 mg/week,
which was still almost half of that used in double-blind,
randomized clinical trials for infliximab [10-12, 22].
However, these circumstances provide an interesting
opportunity to examine X-ray progression during infliximab
therapy administered concomitantly with low-dose MTX.
In addition, the present study appears to reflect daily clinical
practice, whereas most studies showing the efficacy of anti-
TNF biologics on joint destruction have been derived from
randomized controlled trials [10-12, 22].

The X-ray progression of the Japanese RA patients was
considerably rapid. Although the mean duration of the
disease in these patients was 7.9 years, the estimated yearly
progression, which was calculated using the total modified
vdH-Sharp score at baseline divided by the disease dura-
tion, was 21.33. Since we were utilizing a 448 full-scale
scoring system, 21.33 correspond to 4.76% of the full
scale. The estimated yearly progression in the ATTRACT
study was 7.06, corresponding to 1.61% of a 440 full-scale
scoring system. These results suggest that structural dam-
age progressed three times more rapidly in the present
study than in previous American and European studies. To
interpret the above results carefully, we compared the
clinical characteristics of the RECONFIRM-2J and
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ATTRACT studies (Table 2) and found several differences
in patient background characteristics, such as female
dominance (91 vs. 78%), a shorter disease duration (7.94
vs. 10.84 years), earlier stage RA (% of patients with a
disease duration of less than 3 years: 34.3 vs. 13.4%),
and a lower dose of MTX (8.27 vs. 16.19 mg/week). Since
joint destruction progresses rapidly during the initial
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1-2 years after onset when patients are treated using con-
ventional DMARD therapy [23, 24], these data imply that
the patients enrolled in the RECONFIRM-2J study, who
had a relatively short disease duration, likely exhibited a
more rapid disease progression than those in the
ATTRACT study. Nevertheless, we should seriously con-
sider the possibility that Japanese RA patients may exhibit
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Table 2 Clinical and radiographical characteristics in RECON-
FIRM-2J and ATTRACT

Clinical and radiographical

characteristics
RECONFIRM  ATTRACT,
-2) 3 mg/kg/8 weeks
group
Age 51 54
Female (%) 91 81
Duration (year) 8 10
Early RA patients (<3y, %) 343 13.4
Patients with RF (%) 84 84
Average dose of MTX (mg/ 8 16
week)
Patients with PSL (%) 76 63
Mean TSS at baseline/full score  104/448 79/440
Full scale (%) 23.21 17.95
Mean estimated yearly 21.3/448 7.9/440
progression/full scale
Full scale (%) 4.76 1.80
Patients with improve (%) 37 44
Patients with a aggravation (%) 1.5 8.0
Change in TSS during 54 week —0.03 1.3

rapid X-ray progression. In the Japanese SAMURAI study,
which compared the efficacy of tocilizumab—a humanized
anti-IL-6 receptor mAb—and MTX for inhibiting the
progression of joint destruction [25], the mean TSS of the
306 patients at baseline was 29.4; this figure was extremely
high despite the mean disease duration of 2.3 years. The
mean estimated yearly progression of TSS for the 306
Japanese RA patients recruited was 13.3, supporting the
above hypothesis. In this regard, the lower dose of MTX
may be responsible, in part, for the rapid progression of
joint destruction, in addition to possible genetic and envi-
ronmental factors unique to Japanese RA patients.

No significant relationships were noted between the total
modified vdH-Sharp score at baseline and most clinical
parameters, whereas the total modified vdH—Sharp score was
significantly correlated with the disease duration (r = 0.62,
P < 0.001), as confirmed using a multivariate analysis. This
conclusion is consistent with the results of a long list of
previous reports. Although whether the rate of progression
decreases as the disease duration increases continues to be
discussed, joint destruction certainly progresses rapidly
during the first 1-2 years after disease onset [23, 24]. Our
results support the hypothesis that patients with a shorter
duration exhibit a higher estimated yearly progression,
although this result might reflect our method of calculating
progression using the score divided by disease duration since
diagnosis of RA, but not initial manifestation [3].

Obviously, structural damage occurs rapidly during the
early stage of the disease in caucasian RA patients, and this
is also true in Japanese RA patients. The mean estimated
yearly progression in patients with early disease was 41.11;
this rate was faster than that reported in the PREMIER
study, which had the most aggressive structural damage
reported so far [26]. In addition, the mean estimated yearly
progression in the moderate and advanced RA groups
showed similar aggressive features of structural damage in
Japanese RA patients, confirming previous results [17].

While we found no unique characteristics among
patients with early RA, higher disease activity in patients
with moderate RA and a lower doses of MTX in those with
advanced RA were correlated with more rapid progression
of joint destruction. These results may suggest that patients
with distinct disease durations may have different disease
features regarding the progression of structural damage. To
lessen joint destruction, it is important to realize that inf-
liximab therapy should be started much earlier, before
disease activity reaches a high level at which the induction
of remission in early RA becomes unlikely. In addition,
tight control over disease activity in patients with moderate
RA and MTX dose escalation in patients with advanced
RA should be seriously considered before starting inflix-
imab therapy.

Compared with the X-ray data at 0 weeks, the effect of
infliximab on joint destruction was remarkable in Japanese
patients with RA. The change in the total modified vdH-
Sharp score was —0.03 out of a full-scale score in the
present study, whereas that in the ATTRACT study was 1.3
out of a 440 full-scale score for the arm receiving 3 mg/kg
of infliximab every eight weeks. Although 38% of the
patients in the present study showed some improvement
(whereas 44% of the patients in the 3-mg/kg every
eight weeks arm of the ATTRACT study showed
improvement), the percentage of patients with major pro-
gression was lower in the present study than in the
ATTRACT study (1.5 vs. 5.5%). The average reduction
from the total score at baseline at 54 weeks after the start
of infliximab therapy was 101.14% in the present study,
whereas that in the 3-mg/kg every eight weeks arm of the
ATTRACT study was 98.35%, indicating a similarly
remarkable effect on the suppression of structural damage
progression.

Taken together, the present RECONFIRM-2J study
demonstrated that joint destruction before the start of inf-
liximab therapy was considerably rapid in Japanese RA
patients and confirmed the significant ability of infliximab
to halt joint destruction. By analyzing the factors related to
joint destruction, we found a significant correlation
between disease duration and the TSS at baseline before
the start of infliximab therapy. In patients with advanced
RA, TSS was negatively correlated with the MTX dose at
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0 weeks, while it was significantly correlated with the
DAS28 at 0 weeks. However, none of the factors were
correlated with joint destruction at 54 weeks after the start
of infliximab therapy, suggesting that infliximab remark-
ably suppressed the progression of structural damage in the
vast majority of the patients, irrespective of the clinical
characteristics of the patients.
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