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(3£ §E) Practical Research Project for Allergic Diseases and Immunology

(Research on Allergic Diseases and Immunology)
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(3£ FB&) Nationwide collaborative clinical research to clarify the current situation

and issues of rheumatoid arthritis patients in Japan continuously.
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(% F&) Department of Rheumatology Clinical Research Center for Allergy and
Rheumatology, NHO Sagamihara National Hospital. Director,
Shigeto Tohma
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(HAFE) Ninda (National Database of Rheumatic Diseases by iR-net in Japan)®
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(€ F&) Improvement of data collection system relating to construction of NindJa

(National Database of Rheumatic Diseases by iR-net in Japan) and

continuous accumulation of data.
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(3£ &) Department of Rheumatology Clinical Research Center for Allergy and
Rheumatology, NHO Sagamihara National Hospital. Director,
Shigeto Tohma
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(¥% §E) Study on the incidence of new malignant disease combined in rheumatoid
arthritis patients
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(3£ F&) Department of Rheumatology NHO Sagamihara National Hospital.
Head physician. Atsushi Hashimoto
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(€ F&) Study on relationship between disease activity and BMI in patients with
rheumatoid arthritis.
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(& F&) Department of Lifetime Clinical Immunology, Graduate School of
Medical and Dental Sciences, Tokyo Medical and Dental University.

Associate Professor. Toshihiro Matsui
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(3= §E) Search for genetic factors related to various pathologies in rheumatoid
arthritis.
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(% F&) Molecular and Genetic Epidemiology Laboratory Faculty of Medicine,

University of Tsukuba associate professor Hiroshi Furukawa

(AAGEE) Bfi Y v~ FRBFICBT D2 O LIE T FITaR ORI T 5
Bt
(£ FB&) Study on the effect of surgical treatment on various indices and
evaluation in rheumatoid arthritis patients.
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(3£ FB&) Department of Orthopedic Surgery NHO Sagamihara National Hospital.

Head physician. Mitsuyasu Iwasawa
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(¥ FB) Study on the influence of each factor on various evaluation methods in
rheumatoid arthritis patients.
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(3 F%) Tokyo Metropolitan Tama Medical Center. Chief of Department of

Rheumatic Diseases. Shoji Sugii
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(£ FB&) Study to analyze rheumatoid arthritis from the perspective of locomotive

syndrome.
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(¥ F&) Department of Orthopedic Surgery, The University of Tokyo Hospital

Lecturer. Jun Hirose

(AAGE) BV U~ FBE DR T
(& FB) Analysis of cause of death in patients with rheumatoid arthritis.
(AAGEE) ESpmbigiga TREERE 24— BEARIER &30k
(£ F&) Department of Orthopedic Surgery and Rheumatology NHO Nagoya
Medical Center. of Orthopedic
Surgery. Atsushi Kaneko

Physician-in-Chief

(AAFE) BV v~ FBE BT 54W7rRA] (Bio) EHOBM (& <ICHIEEEMH)
DWW T ORFES

(¥ &) Study on the current state of use of biological products (Bio) in patients
with rheumatoid arthritis (in particular, reasons for discontinuation).
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(3£ F8) Department of Clinical Research, NHO Osaka-Minami Medical Center.
Director. Yukihiko Saeki
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(% F5) Analysis on the trend of tuberculosis morbidity rate in patients with
rheumatoid arthritis.
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(I  3E) Kurashiki Medical Center Assistant Director and Director of Rheumatic
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Cost-effectiveness analysis based on anti-rheumatic drug cost and

disease activity.
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(3£ F&) Department of Rheumatology NHO Beppu Medical Center.

Medical Director.
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(3£ FB) Research on the transition of frequency of orthopedic surgery related to
rheumatoid arthritis.
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1) 2002 FEENHHEFE I LTS RA 7 —#X— 2 (Ninda : National Database of rheumatic diseases
by iR-net in Japan) OEEREELITELBEIM L, 2015 £ 15000 A &E#E 2 Tz, ZHITAARICE
7% RA BF O 2 % DIFERVINVETE 72 Z L 2T, £ LT RA FEAETEBIES S R HE 2 BRI 1 12 fif
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6.5 LHEICEA LTV,
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L., & 512K BMI & FEK BMI @ =k — MBS T L 3 M OBHM#ENT (CDAL, mHAQ) %477,
2012 22350 TR BMI BHEIEAR BMI A & Heig L C mHAQ A2 7R EME CTH o722, 3HFZICIEM
BRCH B2 ZRITEA LT, CDALICBIL Tid, BB 2 121238V T A, (K BMI B 0% RIS B
WA BICEETH o720, WifEZ k4 5 & HI2& BMI #0 CDAI, mHAQ & A = 7 8@\ ME A1 &
277,
4) MiFEREEMEIIERE (NTM) JEiX RA I LI LIZADFT 5, HLA 7 U L OREZERITRZ OFER ., fiti NTM
JEGDE RA Tix, HLA-DRBI1*15:01 3%\ (P=0.0573, OR2.8)MH[H 3588 B 7z,
5) Ninda 2013 Z VT, RA FINHOIRTEE T el K OMRBO IR 21T > 72, Ffa Pz
D AR, Pl - BIEF I < | REFEDNEMM CH Y . AL OBEER D72 < H KRR DK
TSR EE & DA A L H ATz,
6) Ninda % AV, EEERIZIW TR TR F 7R &R BISEIEEIE (RAPID3) OF Mt
FFE L7, RAPIDS3 [3RFAMIC B9~ % By 230 THEV 21 T/ < . DAS28/CDAI/SDAIL & ZEI8E A FH B M
LTz,
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EHRIEL CWAHEIEZH LM L, £7-, Ninda ZFH L T RA FREIEEINED 5\ i QOL 51
T& % DAS28, SDAI/CDAI, HAQ. HADS, EQ5D & 1 =& 25 227 Ol a2 E 350 < FHE+ 5 =
BT LT,
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9) At U~ FHTH D TNF [HEFEOIRRLS R 255 S 5 /RN H 5 8In FARAZ R L7,
1 0) AW FBARE AIZ X DFERETIE U A7 DRSS TV, BRIZBWTY A7 0 1T <,
L LAKRTHAICSH D Z EDBRINTND,
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225 49 T (2015 ) EEHE L TWD,
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MR S (3E30)
1) The number of registered patients in the RA database (NinJa: National Database of rheumatic
diseases by iR - net in Japan) constructed since 2002 has been increasing year by year, exceeding
15,000 in fiscal 2015. This shows that about 2% of the information of RA patients in Japan could be
collected, then cross-sectional analysis of RA disease activity and physical function confirmed that it
improved over the years.
2) The standardized incidence ratio (SIR) of primary malignant disease in RA patients was almost 1
in all malignant diseases and 6.5 in malignant lymphoma.
3) Among RA patients, low BMI subjects were suggested to be refractory because of higher disease
activity and lower body function. For the purpose of verifying this hypothesis, registered subjects with
a history of morbidity of less than 1 year in 2012 were enrolled, grouped into two cohorts with low
BMI and non-low BMI, followed by 3 years of follow-up analysis (CDAI, mHAQ) . The mHAQ score of
the low BMI group was higher than that of the non - low BMI group in 2012, but after 3 years the
significant difference disappeared between two groups. Regarding CDAI, the disease activity of the
low BMI group was significantly higher only point of 2 years after enroll, but when comparing both
groups, the scores of CDAI and mHAQ of the low BMI group tended to be always high.
4) Pulmonary nontuberculous mycobacterium (NTM) disease often develop with RA. As a result of
comprehensive search of HLA allele, there was a tendency that HLA-DRB 1 * 15" 01 was abundant
(P =0.0573, OR 2.84) in RA with pulmonary NTM syndrome.
5) NinJa 2013 was used to investigate pre-surgical status of RA patients among the different
surgical groups. The patients who undergo finger surgery are suggested to be relatively young, have
less physical function deterioration compared with other surgery groups.
6) NinJa was used to verify the usefulness of the comprehensive disease activity index (RAPID 3)
which is extremely simple and useful in actual clinical practice. In addition to the extremely short
time required for evaluation, RAPID 3 showed important correlation with DAS 28 / CDAI / SDAL
7) We collected the LOCOMO 25 scores in RA patients and revealed the actual condition of
occurrence of LOCOMOTIVE SYNDROME compared to the general population at an early stage.
Also, using Ninda, we clarified that the existing RA disease activity or QOL indicators DAS 28,
SDAI / CDAI, HAQ, HADS, EQ 5 D strongly correlate with Locomo 25 score and locomotion degree.
8) The average age of death cases that could be gotten information by NinJa was improved even in
2015. It seemed that the life prognosis of patients with RA improved. What is noteworthy as a result
of the 2015 analysis is that the most cause of death has been changed from infectious diseases such
as pneumonia to malignant diseases.
9) We found gene mutations that may attenuate the therapeutic effect of TNF inhibitors, which are
potent anti-rheumatic drugs.
10) Although there was concern about the risk of developing tuberculosis due to the introduction of
biological products, it has been shown that there is no increase in risk in Japan, rather it is on a
downward trend.
11) The anti-rheumatic drug cost per RA patient has increased significantly from 3 million yen
(2002) to 490,000 yen (2015) with improving treatment effect.



12) The frequency of RA-related surgery has declined with the passage of time, and in particular,
the reduction of artificial joint replacement surgery is remarkable. On the other hand, small joint

(fingers) surgery is increasing.
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TEEATEREE (3230)
Rheumatoid arthritis (RA) is a disease of unknown cause that can cause joint destruction, deformity,
pain, and dysfunction due to polyarthritis, and it is estimated that there are about 700,000 patients
in Japan. While the cause remains unknown, it can be said that the development of new therapeutic
drugs based on the clarification result of the pathological condition is bringing out remarkable
therapeutic effects. However, it is also a fact that various problems such as insufficient treatment
effect, drug-related adverse event, extra-articular complication, high-cost drug expenses remain.
This study aims to clarify the present condition and problems of RA patients in Japan. The analysis
results shown below were obtained during the 3-year research period.
1) The number of registered patients in the RA database (NinJa: National Database of rheumatic
diseases by iR-net in Japan) constructed since 2002 has been increasing year by year, exceeding
15,000 since 2014. This shows that about 2% of the information of RA patients in Japan could be
collected, then cross-sectional analysis of RA disease activity and physical function confirmed that it
improved over the years.
2) While various new anti-rheumatic drugs are introduced, the influence on tumor immunity is also
a matter of concern, but no increased risk of primary malignant diseases has been observed.
However, the standardized incidence ratio of malignant lymphoma has remained at 4 to 6.5, which
is significantly higher.
3) Patients with low BMI tend to have higher disease activity and resistance to treatment.
4) We searched for HLA alleles associated with interstitial pneumonia / drug-induced adverse events
/ pulmonary non-tuberculous mycobacterias associated with RA patients and identified significant
or trendy gene alleles.
5) The effects of various RA-related surgical interventions on disease activity or preoperative
features were analyzed.
6) Using NinJa, we verified the comprehensive disease activity index (RAPID 3) and physical
function evaluation index (MDHAQ), which seems to be an extremely simple scoring method in
practical clinic, and confirmed its usefulness.
7) The "LOCOMO 25" score used in LOCOMOTIVE Syndrome was verified to be excellent as an
evaluation method of RA.
8) Since the average death age of death cases that can be gotten information by NinJa has improved
year by year, the life prognosis of RA patients is thought to improve. Until 2014, infectious diseases
including pneumonia were the most frequent cause of death, but malignancy was the most common
in 2015 for the first time.
9) Results suggesting the involvement of smoking habits and genetic mutations could be obtained as
a factor for attenuating the effect of a potent therapeutic agent, TNF inhibitors.
10) Although there was concern about the risk of developing tuberculosis due to the introduction of
biological products, it has been shown that there is no increase in risk in Japan, rather it is on a
downward trend. It seems to be due to appropriate diagnosis and treatment of latent tuberculosis.
11) The anti-rheumatic drug cost per RA patient has increased significantly from 3 million yen
(2002) to 490,000 yen (2015) as the RA treatment effect improves.



12) The frequency of RA-related surgery has declined with the passage of time, and in particular,
the reduction of artificial joint replacement surgery is remarkable. On the other hand, small joint

(fingers) surgery is increasing.
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