Table 1 Characteristics of RA patients treated with infliximab, etanercept or tocilizumab at the start of the observation period

Infliximab group Etanercept group Tocilizumab group

(n=412) {n=442) (n=168) p Value
Age, years 53.6+13.5 58.5+13.0 59.8+13.4 <{0.001
Female, % 85.9 78.1 80.4 g0.011
Disease duration, years 7.9+78 10.3+8.9 10.3+£9.6 <0.001
Steinbrocker’s class {3 or 4), % 24.8 31.2 21.4 0.108
Steinbrocker’s stage (Ilf or IV}, % 43.9 57.0 46.4 <0.001
DAS28 {3/CRP) 4.5+1.2 (n=411) 4.5+1.3 (n=440) 5.1x3.4 (n=167) 0.056
Use of 23 previous non-biological DMARD, % 41.0 54.5 315 <0.001
Biological-—naive, % 96.4 83.9 46.4 <0.001
Methotrexate use, % 99.3 44.6 44.0 <0.001
Methotrexate dose, mg/week 8.0+2.1 7.0+2.0 8.2+29 <0.001
Use of immunosuppressive drugs, except for methotrexate, % 18 5.7 14.9 <0.001
Oral corticosteroid use, % 68.9 73.1 60.1 0.008
Prednisolone-equivalent dose of corticosteroids (mg/day) 5.4+26 6.1£33 4.9+22 <0.001
Chronic pulmonary disease, % 22.6 36.7 40.5 <0.001
Diabetes mellitus, % 8.5 14.9 12.5 0.015

CRP, C-reactive protein; DAS28, disease activity score including 28-joint count; DMARD, disease-modifying antirheumatic drug; RA, rheumatoid arthritis

a frequent reason for the discontinuation of biological agents is
the development of AE.57 1316 Mid to long-term tolerability of
TNEF inhibitors® 131416-24 and tocilizumab’ 2% has been reported,
and some studies have directly compared drug retention rates
among TNF inhibitors or between TNF inhjbitors and other
biological agents.14 1617 25-%7 To summarise, infliximab had the
lowest overall retention rate among infliximab, etanercept and
adalimumab!#1617 and among infliximab, etanercept and anakin-
ra.”6 A recent report from the CORRONA registry demonstrated
the highest retention rate of infliximab compared with etaner-
cept and adalimumab.?” However, drug retention rates have not
been compared between TNF inhibitors and the interleukin-6
receptor inhibitor, tocilizumab, in the real world. In addition,
the risk factors causing drug discontinuation due to AE for
patients given these biological agents have not been thoroughly
evaluated.

The purpose of this study was to compare drug retention
rates and reasons for discontinuation of infliximab, etanercept
and tocilizumab among Japanese RA patients, and to investigate
the association of the use of these biological agents and other
clinical characteristics with drug discontinuation due to AE.

PATIENTS AND METHODS

Database

The Registry of Japanese Rheumatoid Arthritis Patients for Long-
term Safety (REAL) is an ongoing prospective cohort established
to investigate the long-term safety of biological agents in RA
patients. Twenty-seven institutions participate, including 16 uni-
versity hospitals and 11 referring hospitals. Details of REAL have
previously been described.?® ?? Briefly, the criteria for enrolment
in REAL include patients meeting the 1987 American College of
Rheumatology criteria for RA, written informed consent, and
starting or switching treatment with biological agents or start-
ing, adding or switching non-biological DMARD at the time of
enrolment in the study. Enrolment in the REAL database was
started in June 2005 and closed in January 2012. To facilitate
enrolment to the REAL registry, participating physicians were
asked to enrol their patients already registered in postmarket-
ing surveillance programmes previously implemented by phar-
maceutical companies for biological agents.® 8 In addition, our
investigators were also encouraged to enrol as many patients as
possible who fulfilled the inclusion criteria.?
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Data were retrieved from the REAL database on 4 April 2011
for this study. The REAL study was approved by the ethics com-
mittees of the Tokyo Medical and Dental University Hospital
and other participating institutions.

Data collection
Eachpatient’srecordedbaselinedataincludeddemography, disease
activity, physical disability, comorbidities, treatments and labora-
tory data at the beginning of the observation period. A follow-up
form was submitted by the site investigators every 6 months to
the REAL data centre at the Department of Pharmacovigilance of
Tokyo Medical and Dental University to report the occurrence
of serious AE, current RA disease activity, treatments and clini-
cal laboratory data.?8 ?® We collected the Steinbrocker class®® as
the baseline measurement for each patient’s physical disability,
instead of the health assessment questionnaire disability index.5!
The investigators in each hospital confirmed the accuracy of their
data submitted to the REAL data centre. The centre examined all
the data sent by site investigators and sent queries if necessary to
verify the accuracy of the data.

Patients

By April 2011, 2067 RA patients were registered in REAL, of
these 1044 patients started treatment with infliximab, etanercept
or tocilizumab at the time of enrolment or after enrolment in
REAL. Four patients were excluded from this study because the
reason for discontinuation of the initial biological agents was not
identified. Eighteen patients who were enrolled in another clini-
cal study requiring the discontinuation of infliximab were also
excluded. We did not include patients who used adalimumab,
abatacept or golimumab as the first biological agent in REAL
because we did not have sufficient numbers of patients on adali-
mumab in the database (n=98) compared with infliximab and
etanercept and had no patients given abatacept or golimumab in
the database at the time our data were compiled. Our analysis
included 412 patients who started infliximab, 442 patients who
started etanercept and 168 patients who started tocilizumab.

Follow-up
For patients who initiated biological agents (infliximab, etan-
ercept, or tocilizumab) at enrolment in REAL, the start date
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Table 2 Reasons for drug discontinuation in RA patients treated with infliximab, etanercept or tocilizumab™

Reason for discontinuation Infliximab (n=157)1

Etanercept (n=130)1 Tocilizumab (n=51)1

57 Cases {36.3%)
20 Cases (12.7%)
7 Cases {4.5%)
{
(

Adverse events
Infection
Pulmonary diseases except infection
Infusion reaction
Allergy except infusion reaction

6 Cases (3.8%)
7 Cases (4.5%)

Malignancy 6 Cases (3.8%)
Cardiovascular system disease 2 Cases {1.3%)
Others 9 Cases (5.7%)

68 Cases {43.3%)
21 Cases {13.4%)
11 Cases (7.0%)

Lack of efficacy
Good control
Miscellaneous$

57 Cases {43.8%) 23 Cases (45.1%)
22 Cases {16.9%) 8 Cases (15.7%)
7 Cases {4%) 3 Cases (5.9%)

NA 0 Case {0%)
12 Cases (9.2%) 6 Cases (11.8%)

3 Cases (2.3%) 1 Case (2%)

2 Cases (1.5%) 2 Cases (3.9%)
11 Cases {8.5%) 3 Cases (5.9%)
47 Cases {36.2%) 23 Cases (45.1%)

7 Cases {5.4%) 2 Cases (3.9%)
19 Cases (14.6%) § 3 Cases (5.9%)

The x? test was applied to assess differences in the proportion of causes for discontinuation (ie, adverse event, lack of efficacy, good controf and miscellaneous), and the adjusted
residuals were calculated. A significant difference among the three groups (p=0.026) was observed. The adjusted residuals indicated that significantly higher percentages of patients
in the infliximab group stopped the treatment due to good disease control compared with the other two groups (p<0.05).

*Values are the number (percentage) of patients who discontinued use because of each reason.

‘tNumber of patients who discontinued their first biological DMARD for any reason.

tPulmonary diseases except for infection included interstitial pneumonia (three cases for infliximab, five for etanercept, two for tocilizumab) and other pulmonary diseases {four for

infliximab, two for etanercept, one for tocilizumab).

§Miscellaneous reasons for drug discontinuation include patients’ preference, financial reasons, and pregnancy.

DMARD, disease-modifying antirheumatic drugs; RA, rheumatoid arthritis.
NA, not applicable

of the observation period was the date these agents were first
administered. For patients who started non-biological DMARD
at the time of entry in REAL and who later started treatment
with biological agents, the start of the observation period was
the date of the first administration of biological agents in REAL.
Observation was stopped either at 2.5 years after the start of
_the observation period, on the date of death of a patient, loss
to follow up, enrolment in clinical trials, or when therapy was
stopped with the first biological agent in REAL for more than
90 days, or on 4 April 2011, whichever came first. The period
following switching to a second biological agent was excluded
from this study. We defined termination of treatment with bio-
logical agents as stopping treatment with the agent for more
than 90 days. The date of the last administration of each biologi-
cal DMARD was retrieved from medical records and reported
by the site investigators. Reasons for drug discontinuation were
obtained from case report forms of REAL supplemented by
medical records, if necessary, and classified into AE, good con-
trol, LOE or miscellaneous. We did not discriminate between a
primary and secondary LOE. Note that we collected only seri-
ous AE in REAL, but also collected AE in this study if it was the
main reason for the discontinuation of a biological agent. When
a patient had two or more reasons for drug discontinuation,
site investigators assigned precedence and we used the primary
reason contributing to drug discontinuation for that patient.

Statistical analysis

The primary outcome of this study was the investigation of
the association of the use of infliximab, etanercept and tocili-
zumab with drug discontinuation due to AE. We also sought
to identify other risk factors for drug discontinuation due to
AE. Drug retention rates were calculated by the Kaplan-Meier
method and compared using the log-rank test among groups.
For univariate analysis, the y? test was used for comparison
of categorical variables and the Kruskal-Wallis test was used
for continuous variables among the three agents. For multivari-
ate analysis, the Cox regression hazard model with the forced
entry method was employed to compare risks for drug discon-
tinuation due to AE. The validity of the proportional hazards
assumption was confirmed by the log-minus-log survival func-
tion. We followed the STROBE statement®? for clear reporting
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except for ‘the number and reasons for non-participation’ in
this study.

These statistical analyses were conducted using SPSS (version
16.01llinois, ). All p values were two-tailed and p<0.05 was con-
sidered statistically significant.

RESULTS

Baseline characteristics of the patients

This analysis included 412 patients in the infliximab group
(636.0 patient-years (PY)), 442 in the etanercept group (765.3
PY) and 168 in the tocilizumab group (206.5 PY). Table 1 shows
the baseline characteristics of the groups. There were signifi-
cant differences in age, gender, disease duration and clinical
status of the patients. The etanercept and tocilizumab groups
had longer disease duration (p<0.001) and higher percentages
of comorbidities than the infliximab group (p<0.001 for chronic
pulmonary disease, p=0.011 for diabetes mellitus). The rates
of biological-naive patients (96.4% for the infliximab group,
83.9% for the etanercept group and 46.4% for the tocilizumab
group) (p<0.001) and of the use of three or more non-biological
DMARD (p<0.001) in the tocilizumab group were the lowest
among the three groups. The rate of the use (p=0.007) and dose
(p<0.001) of oral corticosteroids of the etanercept group were
higher than those for the other two groups. Disease activity did
not differ significantly among the groups.

Occurrence of treatment termination
The median IQR of the observation period for each group was

. 1.50 (0.74-2.50) years for the infliximab group, 2.1 (0.98-2.50)

years for the etanercept group and 1.0 (0.5-2.0) years for the
tocilizumab group. The number of patients who discontinued
biological agents for any reason during the observation period
was 157 (38.1%) for the infliximab group, 180 (29.4%) for the
etanercept group and 51 (80.4%) for the tocilizumab group
(p=0.019 by %?). Table 2 shows the reasons for drug discontinu-
ation for each group. A significant difference among the three
groups (p=0.026 by %) was seen in the proportions of reasons
for discontinuation, and the adjusted residuals indicated that sig-
nificantly higher percentages of patients in the infliximab group
stopped treatment due to good disease control compared with
the other two groups (p<0.05). The most frequently reported
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Kaplan-Meier curves for time to discontinuation for each biological agent {etanercept (ETN); infliximab (IFX); tocilizumab (TCZ}}.

Withdrawal for adverse events (A}, lack of efficacy (B), good control (C), and adverse events and lack of efficacy (D) are presented separately. Drug
retention rates are compared using the long-rank test among groups. The y axis shows the cumulative retention rates.

reason for discontinuation was LOE in the infliximab group,

development of AE in the etanercept group and both in the -

tocilizumab group (table 2).

The retention rates of biolegical agents

Because the distribution of reasons for drug discontinuation was
significantly different among these biological agents (table 2), we
investigated drug retention rates per reason for discontinuation.
Kaplan-Meier curves for time to discontinuation for each agent
due to AE and LOE are shown in figure 1A,B, respectively. No
significant differences existed among the three drugs for treat-
ment discontinuation due to AE. The discontinuation rate due to
LOE was significantly lower for etanercept compared with that
of infliximab (p=0.004, log-rank test) and tocilizumab (p=0.041)
(figure 1B), and the discontinuation rate for infliximab due to
good control was significantly higher than that for etanercept
(p=0.001, log-rank test) (figure 1C). We combined withdrawals
due to AE and LOE to assess treatment failure; etanercept had
a significantly lower discontinuation rate due to treatment fail-
ure compared with the other two agents (p=0.009 vs infliximab,
p=0.020 vs tocilizumab, log-rank test) (figure 1D). To evaluate
the possible effects of previous treatrnent with biological agents
on drug discontinuation due to AE and LOE, we compared the
retention rates per reason except for good control in the etan-
ercept and tocilizumab groups between biological-naive and
non-naive patients (see supplementary figures, available online
only). In both groups, there was no significant difference in drug
retention rates between biological-naive and non-naive patients.
However, we found a numerically higher discontinuation rate of
biological agent non-naive patients due to LOE in the tocilizumab
group (see supplementary figure S3, available online only).
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Multivariate analysis of the risk for discontinuation of

biological agents due to AE

We compared patients who discontinued treatment with biolog-
ical agents due to AE and remaining patients using a univariate
analysis (see supplementary table S1, available online only) and
used the same variables for the multivariate analysis of table 3.
Although we found no significant difference in the use of inflix-
imab and tocilizumab in the univariate analysis (table S1, avail-
able online only), the Cox regression hazard model revealed that
the adjusted risk for discontinuation due to AE was significantly
higher in patients using infliximab (HR 1.69; 95% CI 1.14 to
2.51) and tocilizumab (HR 1.98; 95% CI 1.04 to 3.76) compared
with etanercept (table 3). Among the other variables, the risk
of discontinuation due to AE was also significantly higher in
patients with increasing age by decade (HR 1.64; 95% CI 1.38 to
1.97) and with the previous use of three or more non-biological
DMARD (HR 1.86; 95% CI 1.30 to 2.67).

DISCUSSION
To our knowledge, this is the first report comparing drug reten-
tion rates among TNF inhibitors and tocilizumab and identify-
ing risk factors causing drug discontinuation due to AE. The
major findings of this study are: (1) the reasons for discontinu-
ation were significantly different among the three ‘biological
agents studied; (2) the risk of discontinuation due to AE was
significantly higher in patients using infliximab and tocilizumab
compared with etanercept; and (3) other significant risk factors
for the discontinuation due to AE were increasing age and the
previous use of three or more non-biological DMARD.

There are some reports describing drug retention rates and
reasons for drug discontinuations in patients treated with TNF
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Table 3 Multivariate analysis for drug discontinuation due to adverse events in RA patients treated with
infliximab, etanercept or tocilizumab®

HR (95% CI) p Value
Infliximab (vs etanercept) 1.69 (1.14 t0 2.51) 0.009
Tocilizumab (vs etanercept) 1.98 (1.04 to 3.76) 0.037
Age by decade 1.64 (1.3810 1.97) <0.001
Class 3 or 4 (vs class 1 or 2) 1.07 (0.74 to 1.54) 0.727
DAS28 {3/CRP) at baseline (per 1.0 increment) 1.03{0.92t0 1.17) 0.585
Chronic pulmonary disease 1.19(0.83 to 1.70) 0.336
Diabetes melfitus 0.95(0.58 to 1.56) 0.841
Concomitant use of oral corticosteroids at baseline 1.15(0.78 t0 1.70) 0.489
Concomitant use of immunosuppressive drugs except for methotrexate at baseline 0.56 (0.20 to 1.55) 0.262
Previous use of three or more non-biological BMARD 1.86 {1.30 to 2.67) 0.001
Previous use of biological agents 1.05 (0.64 t0 1.72) 0.842

*Cox regression hazard model analysis, adjusted for the variables included in the table, gender and calendar year.

Class, Steinbrocker’s class; CRP, C-reactive protein;

DAS28, disease activity score including 28-joint count; DMARD, disease-modifying antirheumatic drug; RA, rheumatoid arthritis.

inhibitors.1416-18 20222426 2753-85 Among patients stopping treat-
ment with TNF inhibitors due to any reason, approximately
half of those discontinued due to AE, and the proportions of
patients who discontinued the agents due to AE or LOE were
similar in each group in the Swiss'* and the French!6 registries.
In this study, AE and LOE were the two major reported reasons
for discontinuation, with similar percentages also for all three
groups, but the discontinuation rate due to good control in the
infliximab group was significantly higher than those in the other
two groups. Several studies have shown successful discontinu-
ation of treatment with infliximab!? %40 and tocilizumab*
without flare of RA, but the reported percentage of patients
who could discontinue infliximab was higher compared with
tocilizumab. In contrast, there is no evidence of the successful
discontinuation of treatment for etanercept to date. Therefore,
our results might be influenced by physicians’ expectations for
successful discontinuation of biological agents based on previ-
OUuS reports.

We observed a significantly lower discontinuation rate due
to LOE in the etanercept group compared with infliximab and
tocilizumab (figure.1B), which can be explained by the follow-
ing reasons. First, treatment with infliximab induces the forma-
tion of human antichimeric antibody in some patients, which
may lead to LOE or adverse drug reactions.*? %3 The prevalence
of antidrug antibodies in RA patients who were treated with
infliximab is much higher compared with etanercept* > and
tocilizumab.'® “6 Second, the tocilizumab group had a signifi-
cantly lower percentage of biological-naive patients, which may
be associated with a less favourable response to treatment.*” 48
In the tocilizumab group, we confirmed that the discontinuation
rate due to LOE was numerically lower in the biological-naive
patients compared with biological agent non-naive patients (see
supplementary figure S3, available online only).

In this study, we limited our multivariate analyses to the risk
factors associated with discontinuation due to AE. Some previ-
ous studies identified risk factors for overall discontinuation in
patients treated with TNF inhibitors.5 7 26 Because treatments
with biological agents are discontinued for various reasons, as
shown in table 1, we postulated that it would not be appropriate
to build a multivariate model for overall discontinuation from a
medical point of view. In REAL, we did not collect measures of
patients’ disease activity, such as the disease activity score in 28
joints (DAS28), when patients stopped treatment with biological
agents, and we could not define discontinuation due to LOE by
using objective criteria. Therefore, we opted not to analyse risk
factors for discontinuation due to LOE. The number of patients
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who discontinued the agents due to good control was too small
to analyse associated factors using multivariate analysis.

Increasing age was also identified as a risk factor associated
with the discontinuation of biological agents due to AE, data
supported by a previous report.!® In all three groups, infections
were most frequent among AE leading to drug discontinua-
tion (table 2). It is plausible that increasing age contributes to
discontinuation because of an increasing risk of RA patients
for infection® % with age. Higher numbers of previous non-
biological DMARD use suggests cases difficult to treat, with
high disease activity or long-standing disease. Compatible with
this possibility, patients who had been treated with three or
more non-biological DMARD before enrolment in REAL had a
significantly longer disease duration with more advanced dis-
ease stages and classes than those receiving less than three non-
biological DMARD (data not shown). It has been reported that
advanced stage or higher disease activity was reported as a risk
for infections.® 2950

Our study has limitations. First, we have to mention the pos-
sibility of selection bias in this study. However, because almost
all patients who were registered from the participating hospi-
tals of our study to the all-cases postmarketing surveillance pro-
grammes for each biological DMARD were enrolled in REAL,
selection bias was substantially decreased. Second, we analy-
sed the first biological agent administered to each patient at or
after enrolment in REAL. However, these biological agents were
not necessarily truly the first one used for each patient; rates
of biological-naive patients were significantly different among
the three groups (table 1), indicating the presence of channelling
bias. Therefore, we adjusted for the previous use of biological
agents in the multivariate analysis.

In conclusion, we have presented the first epidemiological
data that directly compare TNF inhibitors and tocilizumab in
a single cohort. We demonstrated that reasons for discontinua-
tion were significantly different among the biological agents and
that the use of infliximab and tocilizumab had a significantly
higher risk of treatment discontinuation due to AE compared
with etanercept after adjusting for various confounding factors.

Values are the meantSD, unless otherwise stated. For
univariate analysis, the %2 test for categorical variables and the
Student’s t test or Mann-Whitney test were used to compare
continuous variables among groups.

Steinbrocker’s classification® was used to definite RA disease
stages and classes.

The immunosuppressive drugs used were tacrolimus, lefluno-
mide, mizoribine and ciclosporin.
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The oral corticosteroid dose was converted to the equivalent
prednisolone dosage. Methotrexate and corticosteroid doses are
shown as the meantSD among users of these drugs.

Chronic pulmonary diseases include interstitial pneumonia,
chronic obstructive pulmonary disease, bronchial asthma, previ-
ous pulmonary tuberculosis and bronchiectasis.
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MET Y v <F (RA) OEE L FRREIBEIEED
B & MERETH A, L L, HWEEK
IZBES T B REEY A M A VIS KETRREDA
%O PRI AR ICEET S, $2, U
AT EYEO 2 ML & & 2 b 7 BRlhlix &
EFREUYEEEET L. KEETA MH A
YRTTFARNA VEBEELA VA VOFE
o RIETRAEICHET LV (FR1). Z0A VA
) VEFEOBERLCIEEAH OB ITEIRIE
LA EFTESELILICL ) TERERLBEES
H5. FCEORABEIIERE & L CHEEBIRERD
DS EFMFR DS ClRES N TWAY,
LA L, HRARARE OBIRFE/LIEEEOEE
BECk LB LE L vy, TFA4 RS A A
v R VIEPUECRADKIETRREIZEE S T 5 H T
ELTHIE ST W AYY, EERAIGEITEYZ
BIBIKI OB A b b LFF— b 16mg/A
TOEEV TR ) ERINGEREBEIZ o7,
2D &) ICRATRBROEIRI S 2B el T T A R
h A VEEDHIE S A YR VRIS E

T2 ENLIBEAHCERH O cE LER
TALOEITHIHH SN D, ERE L TEGTR
WEICHU O TERELH L. RADA VA1) ¥
BHME, BRBE T 74 Bh A v OEEE IS
T HTEDERICDOVTHEHT 5.

RAICH (F BIERRTS, X &K1y 7
TR, 1> XY EPE

RAIZHIT BHERIFE A & R v 7 SEEREOEN
BT AMBEICAD» 5% { 3N TV BRI,
BB A v 2 VIEFREICIE T A 2
PRER SN T B2, BHESEICHE L TEES
NWAHTNFRIL67% EDORFEWET A M4 ik,
HEREIC D 2 L 2 BERR CBIIRAE LD FE
BE535. BRKTIE—MA LB LRAICEE L 72
2 BINERIF S\ L HED H Y.

AV R) VIRPUEIZZEIERED A > X)) L ED
B ERERBEICREOHHEGEA VR Y EBD
BLFTAMADA VA VIEEICRE o724
A ERADEO N VIREEE & A YR
CETRWEOERE, 1 VA VEREEOBL
FEA R CEREEENT HMRAANOE

F®1 BB 5 DEEEEMEDESE

RKEMYF A b4  TNFo, IL-6

A b4 v EEERT Plasminogen activator inhibitor-I, macrophage migration
inhibitor factor, macrophage colony stimulating factor

TTF4RAA Y

Leptin, adiponectin, resistin, visfatin, chemerin

i C1 inhibitor, C3, factorB, factorD

* The role of adipokine in insulin resistance of patients with rheumatoid arthritis.
## Hirahito ENDO, M.D., Ph.D.: I AZEE L v ¥ —KFHE) 7~ FBEF & 5 — (BEHRF) (8143-8541
FEHLRHEIX KFETE6-11-1) ; Division of Rheumatology, Department of Internal Medicine, Toho University School

of Medicine, Tokyo 143-8541, JAPAN
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BEAZSIEE QM A > 2 ) EA15uU/mLEL
DBEWEL PR A YA VIEREOEESEL
LB, A YA VEFUEIEEA A Y IUE
% %7- UFFIBVLDLEA 2 880 & &, M APPEIE
rEEr 2T 5. BREBRENA VA VHPFE
BEALF M) LAFEEELENEZEEY
2. 7, MEREMILICIER LAER 2 EE
L7 7 u— 28RBS ERT 597, 4 VA
» HHEIZHOMA-IR (homeostasis model assess-
ment ratio, homeostasis model assessment as an
index of insulin resistance) =IRI (pu/m/) XFPG
(mg/dL) 405, B L OB A ¥ 1) ¥ ERSZHER
72 ¥ QUICKI (quantitative insulin sensitivity
index) =1/ (log insulin (uU/ml) <+ log glucose
(mg/dl)) % V2T 9. Dessein b 1ZHOMA-
IR ¥ QUICKI % 5 L8THEBI D IIE MBI & & 357
DR H R v VEERETE WEICBWTBMILE
ESR#% &bl L7728, HOMA-IRIZRAEHIZ
BUWTEERBREE? D S5 L OHmEDTH YRA
ERIEEIEE A v A ) VIRVUESEE L T A
FEZLNTWA, ASHIOTEEERAIERIRIEST
I & BRI AT VR A & B LU AR A
VA VRWENS ERHIOET AT YA
YHFEPRTEbHA YA VIRUEDS D S
CEEXNTWAY, T 72, HOMA-IRR i B #
fatshex 2 5 HOMA-BIZRATE <, & JIZHE
KD E WRABRE I REDEVEZ L) 1 VA
) AERPUE O S ATE VWO, }

eIz S ORE, BE, BELtEHH
W BRI L THEET 5. BEIERIZT A
VE—DIFHEEDICHELTBEOLEHRETLT
s L AREEEA D 5. VBB A EEEY
BT 574 RIA VEBEET AR, 1A
) VB O RERE ST A b A CERIZEERS
HIEAAWT B DT 74 KA A ¥ DEEHFE
5529, R2LCREMBIIBIAT T4 XD
AV RFEDTRT. A VA VERZEZHE
FTAETTA4RATF L DET EBESTEEZET S
D REEYA A4 YTINFa, 774844
VUV RFUREAT 7T OEINRPPAI1IOHE
M5 5. ‘
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IL-1, 1L-2, IL-6, IL-17, TNFo TF1R2F, EXT7F 2,

TFEaARAA >,

BEsE | &

LIRFL, LTFL, AU

74

BhARRE LR RR & | A gy oERR
12 2) ViRHE

1 BERU Y FREEEMEE A X

RADIRRE &
122 ARFUEDRR R (= 1)

A > A VIRPUEIZRAD B RSEIRAE 128 S
REED 1D EeEz oN b, WNBIEFEE» S &
FEMET A b A VINFoRILBISEEE S NG, T
FaRDA IRH LA ) VEREEICES
LREMTA P4 /XSS, RAL
A4 VA VIRV EBEAHEE T ERT 52,
TNFoldRARRETZHRIZESG TH L & H I v X
) PR AR TS, TNFoudFu s ) Vg
Rl A >R VEFEEEA PR VFR
{ksubstrate IOEEIL F HIGI 5. Z ORFEIZE)
WEBRIZBWTHERINTWBRER~ Y AL
B3 BHTNFo, TNFZEAEEFRE~Y Y AT
A VA VBEENPEE L I EDREREILTY
5. DB 5 b OFEIHIIIZTNFoh @
FEHRLTwH EHmESIN TS, IL61d 2 TUHE
RIFE A v 2 VESHIZBWTHTNFo L Ffk
Ay A) VERSHERTER R, IL6ZE
e/ 70—FVHAEA ) XA TiE< Y
AEFTNTIEA VR VIEFHITHET 5758,
L M TIEBR I Tn RN,

BRI SEEIND
TTARAA A4 B
L7 F U MHEEIIRAZIZI LD T A EMHEA

JETRRETHENNT AW, L2 L, RATGEIEIRE &
L7 F VLRIV ORBEEILFED b Ty,

HCHUE Y X D 5IH, —#8E)

¥ 7=, INFRERETL 7 VBB a e,
RABEDA Y X)) VIEPUEE LT F L e
DESEMEIL B ST, BMISRARE RS,
LNEEEERET* A% ¥ THHOMAIRE
BELTWREWY, LIYZAF L ETT 22BN T
IZERFSMRE bW s s, LarL, B MTIE
I r0 77—Vl BEEICARENS.
v AEERICBWTA YA VIEFUE O B~
TAEFVIZBWT LY AF 2 millT s & A
YA VRSN EE T AR, —F, By
FNO— VY ATRVYRAF U EHSTLEL
YR VPR ERT A LT ES. —,
LYAF e PEREBEEEIORINT 5 LIL6%°
TNFok HET L2 LD TES. LYAF VI
R &R % 5 FVCAM-1, ICAM-1ZFE D &L
2 IS ICTNFoRIL6 5 FE LR TO A » X
) URBIE AR ST, MEL VAT LK
FEV— 4 —DOCRP & DREEIIHER SN T WA,
T 7, INFEHEBREX T ZBIETT 22 L
PRERENTHSL, LL, MELIAF L
HOMA-IRO B IZBEEMEICED 6T, 1 A1)
VIR E OMEREZED T nD,
FTARIZFNETTARIA D1 DT
Y, HEE L THEEREICEEL T»b,
7 7 4 KA 7 F > (adiponectin) IXisoform D3 TE
LYEB M E7% 5%, High molecular weight
adiponectiniZ & F DEIZR 5 DIL6EA & 3HET
BHLPSIZ X AIL-6EAITHFEI L. —F, low
molecular weight adiponectin (31167 2 55:E % #]

— 101 —



47 80

VR TR F4TE Bl

®3 BHVITFEECETS A XU CEREICHT 3TNFIEEEEDIR

TNFRHEE BEE AR e EHE e
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# LILI0ELEZHFET L, 774 RXA2T7F 2D
LAOVIRIBREIEE F LT A Y A ik &
HWET A, 774 RA T FUEA v R VES
EYE & BRI REE T A, XK v
JIEERER AT ARAIZT 74 R4 7 F ok
BEMEVWERESNTWAS. Lo L, RAES
DT T4 R4 7 F VIREIZHOMA-IRREEIR G
AL BB TH oo b MBS N TV LY, F4E
DIEWTHIRTFEIC B> TZERERFIAE, 1 > Z1) >,
TFEARIA Y, VIUAF Y, TNFofE% BIE L
ToUHERIRE 774 Bh A v OBEEEITR B
mdrolz, Lavl, B, FERETEHSELEE
HOMAIRIZ 7 74 KA 7 F VAR E & AR %
IRL7AD, T4 KRR F VITEERFNFxB %
Hf L~ a7 7 — 95 OTNFos i % )+
B, TFARRF VIR EMBOEESTFO
B RPHIRIEY 4 b 4 VIL 105 F 1T 5.
DEDVERS A4 v 2 iRPTMeE ICEHT 2
WED1D2EEZLNDLD,

122 ViEHUE ERABE

1. BIBEEX 700K

398 ADRAEZ DIERTEIRFZEICB VT AT O A
FERL XK v 7 EEHEEET S LHRE
SNTWw5B. 32 ALA, 7.5mg/BURYE 6%
AL E, 75mg/H L E30mg/BLUTD 2 EI24
TTHRET A L RE, KEFOZERMAEET
EHRTA. BHEO LR, BEVASZAS —idf v
2 R EBET S, ERBEHRELT
DAS2813 i B MAIHERE L BIfR L, w251
1 FRBEHSEIZHOMA-BIZ X 5 Bl p Ak
BECBRYT A, EHEOLEBAT O FEEIZ
AVAR) VEEFHERHET A,

2. GERSEHIEI Y 7~ FE(DMARD) &1 > R
) AR

A > 2 »IBHE £ DMARD O BSEMEIC DT
HFVRET STV, 2256 & A EET
HOMA-IR & FEEEE 7 DMARD % 3 20 A L
7ZRATII36 %A Lz &SN TWAE, X b
FLF— MNEBEIIAY R v 7 IEEBERE &
EOMEBHERL Tz, L L, MR
Fn3nNTwiwv, HRTHERINTWS 1
75 7R BERENCEEE RITT I LMo NT
Wah. LaL, A4 YA VEFERT T4 KA
7 F v OBEMEIC DV TEMIORE X T
VA Zp 0y,

3. FEXRFOA FMAEZE(NSAID) &1 > X

UK

NSAIDIZ A >~ A ) YIRPiE 2 oE L 2 BUREIR
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HZEDPBEEINSE., AV FX¥ L 25T
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ERSEHE S NA, —F, 2 BBERBICBWTA
YERRAZ UL VA W EIET S,
4. TNFRREEE LT XU s
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RABES ARG & & 124 > ) VRO NE
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NAHET LIa o 1485 1T L EIdFEH S
HMICEEZLTRDL L) o72. LL,
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HSLEEEZONLY,
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RAD A 2 VBT 74 B A4
BLTWAEHENEHY) MY 72D 1 D2k >

TG, EWiBE b s OASEE D HET
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EK%@IE”/Zv5$mZtB:
CHANGE vs. SATORI |

=
ENDO Hirahito

HIRFERL 5 — jt%ﬁf%‘)??%}}%)?fﬂ‘:/y (BER)

CHANGE &8 (d5E2 . hYT TNFa £/ 7 0—FIVRHERITH 275U LN T (ADA) EFIDOZHERRTE
BE_EERLRARTH D BARANCENE ADA DEERINERCTHS. —75 SATORI HEIEH IL-6 R
FE/7O0—FIUHH N UXTT (TCZ) FEMERBRTHS. A S hLFT—b (MTX) HRA+DHIIC
FUT MTX S EDREWIR TCZ BMEEABR THD. EBICH TNFa T/ JO0—FILHUE, HiI1L-6 ZF
HE/ JO0-FIVHIRREI OB M Z MORZENHIERY DY FE (DMARDs) M TH o> IcHAAR
HYUDOYF (RA) BECH U TEBESZB CBEVEECDOVWTHREI UIIRREIR TH D, ZLDEYF
HEFE MTX OHRBRSICEDBEWMED LR TS, U URCRKACERU MTX OR5E, F18, ABH
FEYRGECBVTAFAZRELS. BEA RA BECHVTEED DMARDs HMEXNFAES T T S

TNF BEEEES IL-6 [EEEEDRIRSDIE T Y AZERUCRETHS.

g [FU®IC

CHANGE #B" & SATORI #B” 1352 P HH
TNFa €/ 70—F VRERBTH LTS5 ) AT
(ADA) HMiix5 &9 I1L-6 SBMAE ) 2 u—F ik
BE ) X=T (TCZ) DA Z MR BB
7 < F# (disease-modifying antirheumatic drugs :
DMARDs) DX Tdh -7z BARAEE Y 7 <F (rheu-
matoid arthritis : RA) BEIIX L THEMEE 2B 2\
BRI OV TR LI-BRABRTH L. ZORRLY
4 b4 UEERE T 5 CHANGE &BR L SATORI #ER
IDOWTHE LR T 5.

g 1. CHANGE &8

B9 : CHANGE RERIZHAARA BEENRELT
ADA OELZHEZ AVWERME & el % FMREE L
72N/ MAEREBETH 5.

FiE SRR _EERABRICB VT RA B¥F 352
Bl REC 24 ERRE L BERIC4BICHT, 75
R (87 %), ADA 20mg (87 #1), 40mg (91 B1), 80
mg (87 #l) = LTG5 Lf’ BEEMEOFHHER 3355
157 128, 24T ACR20 ACR50, ACR70 RUJSERIZ
THREL7. ¥/ ACREFHMEEE ON—~Z5 4 V75
DEALBEZRE L7, ELEEELRr LR LIML

CHANGE : Clinical investigation in highly disease-affected rheumatoid arthritis patients in Japan with adalimumab applying standard and

general evaluation

SATORI : Study of active controlled tocilizumab monotherapy for rheumatoid arthritis patients with an inadequate response to methotrexate

¥ U< FERE vol 5 no. 3 2012 21(127)




A
ACR2Q = 75T -e-20mg -+-40mg -8- 80mg
604 '

K= TSR e 20mg - % - 40mg -8 80mg

ACR70
181
164

n h
Lt

10+

RItUreEE=E (%)

12

8
BRI G

=@

CHANGE #5%IZ & 5 ADA O RIGE

(Miyasaka N et al, 2008" & b 4Z 5 H)

7o, BEINL-BEEOFHER S5.3 5K, RA BRIM
0.8, E/FEBEH#24.6, BERBEE%$19.7, HAQ-DI
1.66, 3 CRP 6.0 mg/ml & F~E R BEE O BE
TH5b. ;

R 12, 24382 b2 ADARSEIE T RRL K
BLTHZICEC ACR20 255 2 717-. 24 38 ACR20
¥#HX ADA 20 mg 28.7%, 40 mg 44%, 80 mg 50.8%
(@) Tho7-. ADABIZ12:BB LU 248E ACR
e FEE (EEEHM ERENE EM B
X DR BRI, AR, B AR M
X U'CRP) 122V T 40mg, 80mgHSHICOVWTER
LHUWERED. ADA DEEES ORAEIIFL M
B EBICEML TWBD, TN T T B REL
HEBLTEN S h oz BEED ADA®40mg B LU
80mg I BAARA BHEILBWTEEI DER R IGEE
THotz. ACR2ICBIT DEIREDBK TOBKEEBED
ERLFA%ICOmg THHRBERELBTLEI LR

22(128) ZFU 7T EE vol 5 no. 3 2012

HARANO#EE %583 40mg TH AT EAHBHELI.
Bk MABERIZEIC 1 Bl ADA 5 L gl&E %
B %o TwAY Fkoil 40mg 26 HD ACR20 X
53.4%, CHANGE RE D 80mg BB® 5 24 B3
50.6%, 40 mg FEEI% 513 44% T ACR20 %3ERL L 7.
MO ADA BEIRESHB AT EREICR 2
20mg MBEHZ S IIFCKED 20me HBEZES L Y ILPERE
PMEV. FORR 20 mg FBES (35.8%) [ZHELH
BAND 20mg FBBEHZ ST 28% &R EL 2D, ZOR
HELTHRT &I o< 7HME (AAA) OHMBEEIFK
ALY ERATEEL, HRICBELRIZL TS
2B 5 (20mg 40%, 40 mg 44% : BE# 12%). L7z
o TMTX BRZ+TOB 2\ AAA HBEIAZ A
ENERULERICOLNBEELLND.
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ACR20

tﬁ% B ERCIEFLRERD

100

. o
- 80 —~— 0 ACR20
R o
% £
# s0 E
e /"ﬂ———a A ACRSO| §
‘5 40 =
e ACR20
20 <
|...
A ACRBO| =
o : . B ACR70
0 4 8 12 20 24 Last
0BS

B ()

EH® SATORIHERICHEITS TCZDEIGE
(Nishimoto N et al, 2009” X ) %251 H)

% 2. SATORI 8%

BAR  MTX R T4 7% RA BE x5 EETI
TCZ BARFERERER  IL-6 Lt 7 ¥ —fHER TCZ Bk
HIC X AEBIRERE R & ek 2 e L-REBRT
H5.

HiE SRR —EE BRI RBEBRICBWT
RA 125 #1%, TCZ 8mg/kg & MTX 75 & X% 248
w5328 BLIUOTCZ 75K +MTX 8mg/B%
24 AMIEES T HIEREED 2 FICEMESICE Y )72
SATORI BEROM BB I TFHERH 2.6 %, FHBRR
HiT 8.5 4, FHT i BETSL 13.8, FHIBRRBE #1124,
DAS28 6.1 mg/m/ L RBFE R OB VEFIIEHK S
Twiz, ERAIRILZ ACR EH B X " DAS28 2 A
WCEME L 72, F /2l VEGF LAV IE L 7.

KR E2UBBITHEED 25%BLUPTCZEHD
80.3% %% ACR 20% % ¥R L7z, THTRTOBET
TCZEIM L) ACRUWEEELWME L. 720
& VEGF L XVid TCZ BETIRAEEICEA L. FES
SORBRIIIEEE 2% B LI TCZ B 2% Th o 7.
EELAEERII6.6%THo/z. DEXY)bIETO
LLgrd MTX AZEHE 8 mg/BF TOHRE THER T
HRBIEEHEDOBE WV RA TTCZ BMESICL D EWE
B % S 7. '

é 3. CHANGE 8% & SATORI SBRDELER

& BT DMARDs 5 MR CThH o I-HAEADE
FERIEEIE RAICH LT ADA & TCZ # ¥ 5 LA
ML REWERB LB THS. L BITACR0 %
FTEFMEBE L T5E ADA BEE 24 BBV T
ACR20 23R L7203 40 mg 44%, 80mg 50.6% (it
BBAE 12.6%) 124 LT SATORI B3 TCZ %5 24 38
T ACR20 & & A% 80.3%, ACRS0 3£ % 1 49.2%,
ACR70 R X 29.5% BV EREE R L. TCZ O
ACR20 ZRFE IR 4 CHEMLBLE 12BTY - 2710k

5 (E®). —5 ADA40mg @ ACR20 134 BTE — 2|2
72 5 HSACR50, ACR7T0ERER IR 4 2% R (H@).
%72 ADA 20mg #5610 ACR20 12 4 B2 ¥ —2» & L
THRAWETT2 (B@). COERIZ AAA PELSh
FEAREE LIRSS 5. L72A%> T MTX I
X% AAA OEIHNC X 2 BRIFEOHEH ADA TR
TEXBHILEIRBEINE, —F TCZ 3BEMZESE TOE
WIS b R BFEBERZIC BV THREER O
HEOHRL LTREEROWENTED bILS I &A% EEH
En

GF1) 7= FEE vol b no. 3 2012 23(129)
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ADA, TCZ # DMARDs #EHERA BHIZBOBD
BHIE5 % B 2 2 AR RIS E BT B L REORE
% MTX SR RO TEEE 2 L THEANRD 515
CEMNBERFED 2 OOEKRAEISHL IR0 7.

1)

2)

24(130)

X #k

Miyasaka N et «l @ Clinical investigation in highly
disease—affected rheumatoid arthritis patients in Japan
with adalimumab applying standard and general evalua-
tion : the CHANGE study. Mod Rheumatol 18 : 252-262,
2008

Nishimoto N et al : Study of active controlled tocilizu-
mab monotherapy for rheumatoid arthritis patients with

an inadequate response to methotrexate (SATORI) :

SFU < FIEE vol 5 no.3 2012

4)

5)
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significant reduction in disease activity and serum
vascular endothelial growth factor by IL-6 receptor
inhibition therapy. Mod Rheumatol 19 : 12-19, 2009
van de Putte LB et o/ © Efficacy and safety of adalimu-
mab as monotherapy in patients with rheumatoid
arthritis for whom previous disease modifying antirheu-
matic drug treatment has failed. Ann Rheum Dis 63 :
508-516, 2004

Furst DE et a/ : Adalimumab, a fully human anti tumor
necrosis factor-a monoclonal antibody, and concomitant
standard antirheumatic therapy for the treatment of
rheumatoid arthritis : results of STAR (Safety Trial of
Adalimumab in Rheumatoid Arthritis). J Rheumatol
30 : 2563-2571, 2003

Nishimoto N ef a/ © Assessment of the validity of the 28~
joint disease activity score using erythrocyte sedimenta-
tion rate (DAS28-ESR) as a disease activity index of
rheumatoid arthritis in the efficacy evaluation of 24-
week treatment with tocilizumab : subanalysis of the
SATORI study. Mod Rheumatol 20 : 539~547, 2010
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5% 4

=R

RARZEEL Y —AHRRRU OVTFRBRREY S — (BRFR)

ey

E3)aRD) fj\—(‘? (RA) D&
DIFH T RBMHIR S ENSOEB LNDERBEIET ' D7 FF (non biologic-DMARDS) & U
CTUEDITHNS. non biologic-DMARDs E LT X MU F T — K (MTX) D8E—BIRBE L TEE

Bezdd. UDULIMROSARTD

R CBIFBRIYE - - -
SBRERHORMEBENALCIDERZBREEITOBEEBICEDDIE. €

, ZRENTHD5E,

| 52 &9 fili9 P

HEHIE

EMBORHDHEB, BBNRESND. £

MENHIBRSBH/ZIES, MTXEEHONnon biologic-OMARDS DHBE-EFEEAEZD.
(EHDnon biologic-DMARDs ELTH SV I D 7 EUY Y, TUSZTUMBIRSNDHEENS

BEMFIRSODOU LR (TAC),
BlfEA,

Vs
31,

SVUEY (MZR) ZERT DBELHD. "1 HELT
REBZERUVEMZEZEZDNECHD. BINGBWEZRIENTHOINTDIRER

DB, EMENRBDNNEELARDERD. UH UBHEDICHBERESRSP T RHMED

EFIDBRZERDES,

IFLIic

ITERIET Y 7~ F (RA) DB BITEEE L
BL7Z AR PMLFY—- N MTX)ZE LD ETS
TIEPIRIEE, &L CAYENEAIFIE S NLRA
BRI ERLY B L T HREEIEICE Db TX
T\wb. Tight control 47V RA OREISAE, & E
HinklE, QOLAZUBET HEHBILETHS. RA

BRI B O TRENHELT VA —FF7 v 7D
MTX % L TMTX 2A+® non-biologic DMARDs
ELTCHREMSIZEIZY 20 LA (TAC), V7
V72 R(LEF), 3VYE Y (MZR)HH 5.

BEOA Ty 7L LTMTX #86—BIRFE L L
TER L+ EBESE 2T 5 L2 BiE
T RAT GG HELE S 39 A UFIZIROERE

BRZTEZDRABEBDFECSHD.

WM & 2 A OPEE - BEEE LS

BHIRAGEMAZHIELE L, ETL72ERII
BETHILTEME HIZE LT, B EDEEANE
BT CHEBELMR R TS ULo
Treat to Target (T2T) DEZITif- 72 RA FEHE
4y N N

BN A MTXIZ DWW TIZMFEIZEHD
non-biologic DMARDs & Lf@?@ﬁ“?ﬁﬂﬁ“ﬂﬁéf‘%
%5 TAC, MZR, LEFIZDOWTHEER L, RA®
DINSFA LT FHHRI o “Cl/\éﬂn“ﬁkﬁﬁ%r&‘?fm
HlFz &EDO LD IRIRBERT 55, REHH
O HEIZOWTESR T 5.

| | RABEICRBIEIEE & SESH

1 %50ULZX(TAC)
TACH, #Ny=z2—1 vHEZALTTH

262 HEEE Vol.94, No.2 (2012.2)

kBRI 2 L RA OBEE S INHIR) R A SR

TAEKNTH B, MTX EVEHBTIEZ ) MTX
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412 55 E BUCR F B USROS R S T
5. HZATIZ 20054 I 2 RbRINE S 7z,
TAC !X FK-binding protein &#&&
EROMIBINA VY =2 —1) V&R RRE UREET A
N4 R A2 S X ) RA B RINFNC
YER$ 5?2 RAICHTAANY Z2—1) VIBE
LTI, FCRTIZY 702K V95, briE

TIRTACHEKEENT NS ?,

TACIZMTX 215D DMARDs At —Br %) 72
BE, HAEVIRIREAT LG EICEERSNE
THAB. LTIZW L ODDRRREBROK R 2R
TA, IO DMARDs 58 0 B2 CTHRIZAE
Bl B, TACOARDIE TIX3mg DEGH
THhAH. HAOEKAS (B2 505k 34 7%
< &5 1#ODMARDs TRET RV AT 47 RA
21260 % 1z, ERLENICIE S ’éﬂ’@\f:{ﬁw)
DMARDs %5, ®TAC 3mg/ H#5, @15mg/
H¥ES, @77 er#E f@B?"HJ“?m Bz
L7z,

B ACR 203 5 %130 3mg/ H48.3%, @
15mg/ H246%, ®7F+K141% & HAEIKAE
NP “Iﬁﬁ‘”b&b%ﬁt .

MTXZRA BN T 255D ACR20 2K
FD3mg/ H40%, @15mg/HT333%, 7
T ARBETA3% & MTX R RAR 4 E FI 5
DAL HER S . BB REEE, W
{L2BEik, MR ETH 5. BIEHICE Ak
1Z@O3mg/ HT43%, @15mg/H103%, @7
SLRBET54% 2T <, HALBHEIR & B
REEENS L, ME7 VT F= DR LU ER
i3D3mg/ HT16.1%, @D15mg/H33% TH-
72, —FEIME, HbAlcldHEREN R 5EHE
BEOEIIERD S zro 7.

HARTOEIMEBRLERBREE LT, @TAC
3mg/ H, H»AVE®MZB 150mg4 3¢
OFNHV T, 28720 BT 5 W BRA
frbh7z. ACR20:ZERFEIZ@TACH T40.7%,

LTy

OMZBH¥T4% & TACHEHATH- 72, BIEH
RBULBEEERD TR D E < 204%, BIHEEREE
BIEZ L7 F = EANI9% TH -7z BR
EEETIE TACIKILH B EL S & BIVE A
e 52 EPMEINTNED(>10ng/mL) &
WEEYNBETORIWERFEE & OREIZRWEE T
VTR,

F7265R L EORA BE CEYERT02M, F
BMRBPMBE) s RELT MU LD
DMARDs IZ3EFUHED & 5 57 FEFIZ BT 288
ACR 20 T463%, ACR 50 T185% R LEI/E
Bizd i<, BRETOREIEHTELZ L
s ?

T AV B TIT b MTX B RA - 3E #Is st
T2 TAC DB G DA R E ML T 5 st
MTX15mg/ B AR D 20 %?“J%@‘('Séﬂ
Y2 B4 5RA SOFERIC TAC 3mg/ H 2 BN

SLUBEMBEET-72? &% ACR 20T
525%, ACR 50 T283.8%, ACR 70T 13.8% i
BOWTHESED SN BIEHICE Ah ik

125%, FEATICEBHIEEE5% TH - 7.
BOLZVEMERIIBRERETHD, ®AR0%

DEOmEZ L7 F= O EAD288%RD SN

C PERENAMTXEICE D EWERSEI, 165
?ﬂ%b»%?ﬁ‘iﬁ#o 7z. TAC 15mgh S8 HL,
RZMERL 2DV LRKEHED3mgET
WHHETHhbH. RIT—EHHMIRBE BFREER
B R L ORRAEE T 5.

BN BEDO TACOUHOEEIZDWTE
HIRA zx&E LCHRRFERT, BIIMTX 6~
&qmg, HITVANTFEYI Vg TIITIV
100~300mg =H 5 CHEAN T ZEHEITTT s
77 “3mg P L2 BMBORRHEZAT 5 72
MRACR201X703% TEBREN(T T LRDF Yl
HDH402%), EULART & % # ) moderate
response LA EDORIRDFRD 572 TAC 86.9% (7
5 & ABES65%), DAS#H A7 % 8 BTAC

B Vol94, No2 (20122) | 263
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45% (7J £R21%) TROON, FHAMEIF
T3 EPHRENSEEL BN, LrLE
BOWRITS~ 12BHICTERICR Y, R 5%
EDBINT 205 ) & LR ERTH L. B
A EOBEIMTX ISP BEOTACKBEAL
2 AD, FEA12EAN oA E L THED
HENETEFRESNTVLEY. F7-, BN
IR B EFAEDO 5N TV A, \

H A DHLE B 4 3B BT, i) DMARDs
0 F 52 8% 5 2 COREREEEDLE FIEAT EE D
= & | C modified sharp score DEFTA I T D
ZALEIE TACEEAMEME N B 0 B i E 0 HE
[M580 Bz,

7 AU ADMTX B T O BAKFRKBETD
MTX#5 15mg @A THALTWS, Vo=
M FEFBYER, CRP 2mg/dL BUF OEMER:
TIEE IR RSO 5NE L) THL. B
BRI EOE R MTX A EDTACH B L
7o AN EAS 1A L OB AEL THED B
EAERE RN T WA, Lo LB MR 5135
ERWMBETEALZOPEHESARD SN TN B,
Lo LEDRRIIH TNFHERE L BT 2 &
IR Tlda v, L7zdso CTMTX g%
HEH P HRER+ 7> 5B TACERAL, 2
DMBREMIF S BIEREPFLEETHOPE
WEREFBREELD. Ly LEMENE BN
WRAEEET DLENDD.

BEE315~3mg/ HOBEEDHEBEANT1 A1
ESYE#RANETS. T T7{E5S5~10mg/mLEL
TEELEMERANDZ WM 0ng/mLEBA LWL DI
BERBTE. US> TEICBRETIEI~
1.5mg/ B CHR54RBUEBET 500 —RET
H5. SFEERERABRTL3mg/ HTRLE
VERBIEIE SN TWEA, HAOTHHREAE
Tb 2mg/ HULTFA%66% % 5%, 475%121300
DMARDs @ i (MTX 28.9%, SASP 14.3%,
BUC 74%)»7 s Tw/z, TACIXFFEIZ BT

264 | ik Vol94, No2 (2012.2)

T U FRED/ICSY ALY T N —KEED SR - BBEOT Y by AR RIERS —

Ay hr7ual P450 (CYP3A4) 2L a5
7o, R CHA E O BRI OS AT
B EESLETHD. TACOKBMLIETHE
WCHD, BRECENCLBEESIIR,
% 7 BN 6 2 B S0 5 & & 35 D A
Behs, BEHEEREEREE TR
IR e (& IR B IR ) I
BUETHD. L LB RS BHE OB
BV & d e,

2)=VUEY (MZR)
2V ¥V (MZR) 11994 12 RA O S % B
BLAT) YA HEREY AT AHATHIES
N ERIETH L. L LRI Lad
BMTHE. F0780, 1 ZLOEFIFEA 5
THo IO E L CoRE 2L/
H2 7 &N Twh. RADT VY H—FFv /el
TOMTXIZMZR 2B % LGS AERI T -
rRESHEND Y. v
%L DWENPMTX 4~3mg/ Bo¥Fk5 TRIR
DI F 5 72 E FINZE MZBIZ M R 8912100mg ~
300mg/ H, #A1MEFESZITV, FERICHE R
$e5-9 % MTX & OMEAEH = BIFET 5 iR kA
EN, MZR/SVAEEIHINAZ L b B 7.
MZR 150 ~300mg % @A 30 & L1 H 324
TIRAT A LIRS T 528, mARMHE
EEAEDEIEET L EMHINTED, 1
HI1E100~150mg#H 5 THaeEZoNb.
7oA BRI, B REEHICZ O
MZR 7OV ABIEOBIMAEIN TH - 72 & O
MRENTVES, ELLIBAHBITHY T V5 A
LB R SN TW LW BEDOHHOER)
HEIZFESR SN T Wi, Lo LA RENFERE
T 5 EEZ ONHEREIZEABMTX DR R
T4, RIS, AW EE O 575
EBNC AL MEIXD 5 & Bbis.
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USSR FEZEDINSY ALY T N —KELED B - BEOT Y &Y A ERERS —

3 LI/ ZERLER)®

LEF 3R OB IHIZETH 1) 1998 4E KL,
POKTIZRABBEICEHIN TS, HETYH
2003 4FIZAREEE N, RARESREE LTHERIL:
M EELRER & L CHEEMEEO#RE
PHRE, FBCHSESHE - e RELHS
FIFEE 20, PAETOMEHIEHMKLZY. L
LHCKR T MTX AME R #2550 IRE L L
THHAZINTYS. VEAEREZBRY) IV U6
BuCBIS9 5T Nt o MEBUKERERE R

WZREET AIEMEET A EICL ) T v o5EkobE

EEAL R T 5. 1 Z0MCF 0 2 > 7 — LiE
S PR o AU 3 b 3R BB

LEF RECHE SR 70 5 v 7T )
70 5 BER AMZ AN S AUTHFRR, 1 b CIERE R I
RS AR B (7 7L 3 ) IS
WA BLIZT. T V7 3 > L Ofaso
B<, MRAHRIE AT B BB 7 i P R
FENE 15~ 18 H E B, L2d- TERED
Be b 2 5 DRI RIS L3 el iE Hk
SR ET B LEDS BHEITIE, HIkEL

THIEHITEBIEST L. Z00BE 570012
BILAFFIV(7R T ) 0BG ThH
Na. IVATFT7IVEREATH ) BERRY
LTWBIEERT I ESSBEH S ¢ 5. EAYL
LCalbaAFs53Iv1H4gn 1 A3EFESGTHE
FERILI~2 BT 5. Lo LEEREIE
AW o 72583 1H8gORER G IPLET
HAH LEFOH S EMTXZ &0 320
DMARDs & 3 8% 2 BEETHATE 2V IEa
DOFERELTEZOLNS., LEFIIRFXELLH
100mg, 3 H® Loading dose # 4T\ ZDH#EFFE &
LTIHIE20mg #0595 2 & A S
NTv 5. LEF DIl iR EE & A RVEIEBE E AR
LNTHBY, MHPRENIEET HETH» AZE
T5., TOLOERMIKNERGEITH LEIEH,
& CATNERE, TFRIOBEENE L, FME MO
BMEHO Dbz v, HMFE20mgr1HI1
B3%59 5. HRHEZEVEEETH 5 AL
RTICHIDZ LT ERZ» OEEITERTE
THh.

11| gaiEmRiN g 7 )L U s (1, #1)

MTXt+o8ZT7 A —FIy 7L LML
WRDAA D206, EWFHIRFNEZE LN L
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