C. BFFeAE &
T RS REREEBE 13, FET: class 2:2 4. class 3:28 15| (3a:
35, 3b:54, 3c: 24, 3d:184) . class 4: 1345 (4a:9 i,

4b:2 B, 4c:2 3], 4d:0 B) TH-o77, #5413 class 2: 14 4,

class 3:29 15 (3a: 14 15, 3b:4 17, 3c:6 . 3d:5 ) . class
4:0 FZE LT, BTN L RIEBLELE b5, i
%OV NT 0.5km~1km #*{T AJHE7R class 3b L EDEBE X
#THT 10/43(23.3%)D D714 32/43(74. 4% 280 7-28.
11/43(25. 6T FEFRE £ TULMHRT 720 class 3¢ D BN
ITOHFREZR 3d ITBE F TV, TR class 4a@GEEFR M
HAT), 4b, 4c(BNT)THY, BHITEETI DD -T-BE T
WX, 5B 1B ScERRE S CTHITATRE) Lo 728, 785
4 31 3d(BAN BT AT BE) S COREIE o TV V-, [FIRE
FHTEE 15 I L NER EMTEE 27 BIO B TlL, [FIFREFfEE
IERAI M DHITREENEL TODBRENEL, FEnEe
AEIRITAREE: da, b, ¢ 78 5 BITFELEL. O5 4 FIIHFED
3d: BNBAITIZE Eo7-, IBRFHREI L FIHTRT 3d LAk
THY, itk 37/43(90%)A3 3a LA EDHRITRESH 2B LT
AVl

D. 4

T DAY FRIRF OB A MIX O+ EFEFEDEK
MRIEDESRIC LY RROBFBIEHMEN Z A har br
—NVENDZ LIZL - T, HEEREOEREL, BFE
BfE L. ZESEE» LV~ HEESEE~OEER,
RA TRXZBEFi RS, B - DEBEFSFEHRco+o7%
HRREEI S HFEND, SHOFET. LI TS
RERIREEICRT LT, MEEEE B B IBER TRA
TRASEBTAB Z b AERNIE SN2 o7,
RA THEZBEEREE I L T TRESEREZ{THIZ
LIZEo T, B OBRITRENN I E DM, 4R b
EN O+ SIIRTRE IR ST 5701203, HEREREE N
OB AR R E BRI o6 97D T A LRI ER B Hatfy
FITOMBENHHEE X HID, RA ZEWHRIE T BAEER
W AN T2 TR PR EEIE (treat—to—target (T2 TN AEE XL T
Do T h | HERERVE ML T O IR BAELL T,

R BIEEMEIS U CEMIBR TSR ETHEEDITE
REAcDOBEIXIEE T #H% REL, RA O tight control &
KBHDThHD, TDI=DI21E, FREBIEEMESR 1~3~6 7
AL M T AL E RS D, L., HERERYE AR
& BT 7O R BIEEE O MO A TIIAR+45Th
0, RETEESEOFE D A5 T, [FRFIZE~ DBED
BEENEE DI TIZE S ADL: QOL O BEfE =R A1
BT2ZEbMETHD, BBEEOREIISU T, JIEK
FHEREBRTHIENEEL, EWFENESRLZ
BTETH ., SRR+ 5B F72 & O B R IR
RG], BEEEERIRNEITH, EERE EOIRRR G
DIEETD, ZDOI5RBEICBWT, HEEEHELET
SH AR AR RS EIEE - BN E U5, ADL 23E N
AL~UL D QOL EED -2, ZEEEiHEREREE DBE 2
S ERUREI R Z A T DFER B ULETH B,

E. #E i

RA T Z S BEHR PTG SITHESZEICEST
HOHN, BEETREEEREES CIIEEREE K,
RA TEFHTIZ. IvEVEBEDHITRES -ADL-QOL
570, BEMEELIER EIICIBETHRET
by, By REIE LRI, BEEEE OB RFTMEa e
— L BENETHD,

F. RFfERES

RRERHREESROZ &,

G. FERE
L RCHEE

Yasuharu Nakashima, Masakazu Kondo, Hisaaki Miyahara,
Yukihide Iwamoto: Drug delivery options to increase
patient adherence and satisfaction in the management of
rheumatoid arthritis—focus on subcutaneous tocilizumab.
Drug Design, Development and Therapy. 2014,8:
913-919.

Masanobu Ohishi, Hisaaki Miyahara, Masakazu Kondo,
Yasuharu Nakashima, Kazumasa Terada, Yukio Esaki,
Nobuo Kobara, Katsumi Harimaya, Yoshihiro Matsumoto,
Yukihide Iwamoto: Characteristics of lumbar scoliosis in
patiets with rheumatoid arthritis. Journal of Orthopaedic
Surgery and Research 2014 Apr 26, 9:30. Online.

Koji Sakuraba ,Kenjiro Fujimura, Yasuharu Nakashima,
Ken Okazaki, Jun—ichi Fukushi , Masanobu Ohishi , Akiko
Oyamada , Yukio Esaki , Hisaaki Miyahara , Yukihide
Iwamoto , Yasunobu Yoshikai, and Hisakata Yamada:
Successful in witro culture of synovial explants from
rheumatoid arthritis at the air-liquid interface. Arthrtis
Rheum. 2014. in press.

Kiyoshi Migita, Seiji Bito, Mashio Nakamura, Shigeki
Miyata, Masanobu Saito, Hirosi Kakizaki, Yuichiro
Nakayama, Tomohiro Matsusita, [taru Furuichi, Yoshihiro
Sasazaki, Takaaki Tanaka, Mamoru Yoshida, Hironori
Kaneko, I[sao Abe, Takatomo Mine, Kazuhiko Ihara,
Shigeyuki Kuratsu, Koichiro Saisho, Hisaaki Miyahara,
Tateki Segata, Yasuaki Nakagawa, Masataka Kamei,
Takafumi Torigoshi and Satoru Motokawa: Venous
thromboembolism after total joint arthroplasty:results from
a Japanese multicenter cohort study. Arthritis Research
&Therapy 2014 Jul 21, 16 (4) :R154. On line.

EE FH: Vu~FERMBNEEFHF O M.
Keynote R*A 2014, 2(2): 42-48.

BER FH: BEEVY~T-EMENEAITEL LDl
RETEGL - BETREO R . ERERERAEL 2015, 50(2):
113-118.

-37-



2. EDHRRK
Toshihisa Kojima, Hajime Ishikawa, Keiichiro Nishida,
Jun Hashimoto, Hisaaki Miyahara, Sakae Tanaka,
Nobuhiko Haga, Yasuo Niki, Masayo Kojima, Naoki
Ishiguro: Characteristics of physical disability in
patients with long-standing rheumatoid
arthritis:baseline analysis of multicenter prospective
cohort study for evaluation of joint reconstructive
procedure. EULAR 2014 2014/6/11-14, Paris.
Toshihisa kojima, Hajime Ishikawa, Keiishiro Nishida,
Jun Hashimoto, Hisaaki Miyahara, Sakae Tanaka,
Nobuhiko Haga, Yasuo Niki, Masayo Kojima, Naoki
Ishiguro: Relationship between range of motion of joints
in upper limbs and physical function in patients with
long-standing  rheumatoid  arthritis:  multicenter
prospective cohort study for evaluation of joint surgery
on physical function. ACR 2014, 2014/11/14-19,
Boston.
BIR EFWICE sEfE SEE R BRA SRKER. BiE
B.HER G, KA EEVEH BB E-sr
~L® ADL-QOL ElfE% Bs LBV ~F TRAL
BT THA-TKA. % 58 EIB ARV ~FHEE e Fiif
£V UIRTY A 2014/4/24-26, HA.
NE AR EE TEE E—RRLEAR EBR OF
B, HF S, 5E BE, TR BRONME R R
B ZBEMIEEERE RA BE X7 5 & HIREEHEE
BREIBBIEOBRIEIRIEIARTA L HELOT= ORI E
27— Miff 48 — Baseline OfftT — 58 [E A RV < F5
& RE-FIRES-VURTT L 2014/4/24-26, B
AT BRKER. BEIR FH. L sERE, FE O, KR
EfE, FTHE TF—:RA B3T3 248K DB 28,
B 58 EAARVYVTEE RE-ZWES-RAZ—Fy
Tav 2014/4/24-26, B,
4B EH.BER FW DK S SFE R BN B
RER, WTHE IE—: L&V Quality of life Z# BfgL AT
BN Z1T -7 BF Y ~F EREIRRED 26, 5 58 [E
ARV ~FFEE B - ENER-FARZ—Eyvar
2014/4/24-26, HH.
BR FW. LK SR CER R B TE. 3 RE,
B ER. HE L&, KE B, XKAERFE.BH
B TR E—BIETY Y ~F okt 95 THA - TKA O
% 42 B AARBEEREE - RV T L 2014/11/6-, H
.
Mg AL A L EE E—RLEAR E ER F
A, B, 5E BB, K BR./ME R AR
B ZEHEERE O H TR M. 5 42 EIR AR
BREE- VR T L 2014/11/6-7, B,
BR FULE S BIE 7 FE OB 28 RE,
HEE T, e A&, KE Bk I E—:RA T
feZ B AN LRSI BTN LA BEEELED RO

il

PR, B 29 MIBHAREEKRIVFEZE-V VRV T L
2014/11/29-30, 1&H.
ANE A AN R TEE ERRL B 1 B S
FE OEE. R Bk, BRE OFEH,ME FERER
TEL A8 : 25 BE S P o0 AT B b O FEA — L0 VR TE
FROTDIT— 5 29 [H B ARV < F FE- Ry
I; 2014/11/29-30, &,
IOl =effe, BEAT BIRRER. -l I, 42 HER, AKAT
K. BR FH:RA BTRHERICKT T 5FH-EIRREI &
TEREBERGFE RN, & 47 BN ~F2E—F
7H; 2014/3/15-16, FIF.
BRFT BRRER, B OF LK M, FE R KA
EfE. T 1IE— RA T+ 24E M FR A DR E.
& 47 ETVN YT~ TF%e: 2014/3/15-16, EIE.
ER FH I S LR Efm. B E. EE R
A R BE REL HE LB, KHE B T
E—: DU FHNIBITS RA A TEEEEMTOFLN
B2 48 EIUNY Y~ F FEa-FRE 2014/9/6-7, A
(BEFELERS - H - BITEE LA

H. SRS EEHE D HHEE - RGN
(FEZET)
1. 55 RE

L
2. EHHRBRE

7L
3. T

7L

-38 -



R T B R T SRR B &
(EHEMERBERITEE R (BHAIERESEA LIRS R
(G 7 LV X —RESEEMMEIEEE &7 VLT —REEMRUNESTE) ) )
SyRMT TR E

B O FICE TS LERUTEREEICHYT 5 ROEFREFMICE T A

WrFesy s RIS RREFEHNRFMEBRR ) v~F AL 7 — 2R
o i B R RRZFERRFEMBRBERERY v~ FREEZ— Al
MW IE REE R EREXFERRZEMBEBER) v TFRAty 4 — Bh#E

WREE

YRR OESIZ L VY Uv~F RA) IFBEMES M EL TS, Ll BRAFELEND
B HIAETEREEREMN (quality of life : QOL) (2B L Tik, V%7 Health Assessment Questionnaire (HAQ)
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EULAR response
2 . European League Against Rheumatism

(EULAR) response & QuickDASH

Correlation of SAFE-Q subscales and other values,
SAFE-Q subscale

Pain and Physicsl functioning  Social Gengral heuith
No.  pain-related  and daily livin, ioning Shoe-related  and well-bein,

JSSF-RA 180 0.46" 0.52% 0.51% 0.34% 0.41*
JHAQ 136 —g.26% —.53 -0.51% -0.21* —0.37*
JHAQ-Lower 176 ~g.39* ~{0.67% ~0.64% —0.24% —0.48%
DAS28 133 003 —0.21° -0.17 -006 -008

SDAI 126 -008 —0.16 —0.20% -0.10 —0.24*
CDAL 129 ~098 - 016 —0.18* —0.13 —0.28*

% 1 SAFE-Q: a self-administered foot evaluation
questionnaire, JSSF-RA: the Japanese Society for
Surgery of the Foot standard rating system for the RA
foot and ankle scale, JHAQ: Japanese version of the
health assessment questionnaire, DAS28 : disease
activity score in 28 joints, SDAL the simplified
disease activity index, CDAI: the clinical disease
activity index. *P <0.05.
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Effects of surgical intervention on disease activity of
rheumatoid arthritis: Cases of surgery for rheumatoid arthritis

of the lower limbs treated with biologics
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Abstract

Objectives. In order to verify combination therapy with drugs and surgery for rheumatoid arthritis
(RA), we evaluated changes in clinical outcome affected by surgical intervention in the patient
treated with biologics and investigated the effects of surgery on disease activity.

Methods. Fifty-five lower limb joint surgeries were performed in 48 patients under biological ther-
apy. DAS28-ESR, modified Health Assessment Questionnaire (mHAQ) score, PtGA and serum CRP
were examined just before surgery, at 6 months and at 12 months after surgery. A kind of suitable
medication and its dose were investigated.

Results. Preoperative DAS28-ESR significantly decreased from 3.71%=1.19 (mean * SD) to
3.37 = 1.22 at 6 months and to 3.24 = 1.05 at 12 months postoperatively. mHAQ score did not
change, but, PtGA and serum CRP improved. In 43 (78.2%) patients in whom no change or de-
crease in medication during the follow-up period, excluding the effect of drugs, DAS28-ESR also
decreased significantly from 3.531.17 to 3.16 = 1.16 at 6 months, and to 3.16 = 0.98 at 12
months.

Conclusions. Lower limb surgery performed under biological therapy enhances the effects of not
only improving joint function but also of ameliorating systemic disease activity.
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Introduction

With a spread of biological therapy, surgery is often performed for
rheumatoid arthritis (RA) treated with biologics. It is reported that
not only drug therapy but also combination therapy with drugs and
surgery can achieve better therapeutic effects [1]. In this study, we
evaluated changes in clinical outcome affected by surgical inter-
vention in RA patients treated with biologics and investigated the
effects of surgery on disease activity.

Subjects and methods

Of 92 surgically-treated RA patients administered biologics in
Niigata Rheumatic center between April 2005 and June 2012, 48
patients who had undergone lower limb joint surgery were evalu-
ated. There were 55 surgical procedures. On seven patients, two
procedures were performed in a same individual with an interval
of more than 1 year.

The patients in this study met the ACR Criteria of 1987 [2] or
the 2010 ACR/EULAR RA Classification Criteria [3]. In regard to
the use of biologics during the perioperative period, the patients
underwent a drug washout period based on the guideline for bio-
logics of the Japan College of Rheumatology [4].

There were 3 men and 45 women with a mean age of 61
(37-80) years and a mean disease duration of 12 (1-20) years.
According to Steinbrocker’s stage classification [5], 8 cases
were in Stage II, 32 in Stage III and 15 in Stage IV. And

Correspondence to: Koei Oh, Division of Orthopaedic, Showa University,
Yokohama Northern Hospital, 35-1 Chigasaki-chuo, Tsuzuki-ku,
Yokohama 224-8503, Japan. Tel: 045-949-7000. Fax: 045-949-7927
E-mail: cpkoei@aol.com

according to its functional class classification, 26 cases were in
Class 2, 22 in Class 3 and 7 in Class 4, respectively. Surgical
procedure included 21 total knee arthroplasties (TKA), 17 toe
surgeries, 8 total hip arthroplasties, 3 ankle arthrodeses and 6
knee synovectomies. The mean period between the first use of
biologics and surgery was 1.6 years. Biologics used included
infliximab in 25 cases; etanercept in 12, tocilizumab in 9, adali-
mumab in 1, and postoperative switching of biologics was done
in 8 (Table 1).

The following items were examined just before surgery and
at the time of 6 months and 12 months postoperatively: Dis-
ease Activity Score 28-erythrocyte sedimentation rate (DAS28-
ESR) [6], functional assessment of lower limb outcomes with

Table 1. Characteristics of the patient.

55 surgical procedures in 48 cases

Gender Male: 3 cases, female: 45 cases
Mean age at 61.2 (37-80)

surgery (years)
Mean disease 12.1 (1.4-20)

duration (years)
Stage
Class
Surgical procedure

II: 8 cases, IIT: 32 cases, IV: 15 cases

2:26 cases, 3:22 cases, 4:7 cases

Total hip arthroplasty: 8 cases

Total knee arthroplasty: 21 cases
Synovectomy of knee: 6 cases

Ankle arthrodesis: 3 cases

Toe arthroplasty: 17 cases

Infliximab: 25 cases, Etanercept: 12 cases
Tocilizumab: 9 cases, Adalimumab: 1 cases
Switching of biologics: 8 cases

Biological agent
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