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Inhibitory effects of combination therapy of denosumab, anti-RANKL antibody, and
biological DMARD on bone and cartilage destruction in patients with rheumatoid
arthritis

Kojima, Toshihisa

3,900,000

RANKL denosumab
(RA) Denosumab
(TBCR-Bone) 2.RA 76 RA
12
RA-Bio denosumab 25

The purpose of this research project was to focus on the effect of antibody
Denosumab on RANKL, which is particularly deeply related to bone resorption, and to elucidate the
bone metabolism in rheumatoid arthritis (RA) and factors related to 1). The observation study of
patients with Denosumab (TBCR-Bone), and 2). the specimen collection and analysis from RA surgical
patients were encouraged. 1) About 76 registered RA patients were verified under real clinical
practice up to 12 months, improved bone density, and suppression of bone metabolic markers were
confirmed. The effects of disease activity were suggested. Ra-Bio, the steroid administration had no
effect on Denosumab®s effects. 2), bone cartilage collected during surgery from 25 patients,
immunostaining and pathological evaluation of synovial membranes was performed.

rheumatoid arthritis biologics osteoporosis denosumab



XL C—19, F—-19—1,
1. WFZEBIA Y DY =
BT U v~F (RA) I :J‘ob\f”%“*ﬁﬁf =
EIZROLNDEHETH S, RA [ZAHFTS
BHREIZ, BITICX 0 EE ADL PIKT &
B H1EH, A LRI E H OB E e 72 £
ARHIRRE O R Z £ 4T 5 12 DB
AROREN K& <, RO T - 15BN L
EThHbH, XA b FLFE—bBIOREMLY
A NHA U ERFER L LAY R o %
LD, RA ZE2HORIEZBINICIZ D
ZEMAREL Mo, LU G, HEE
5N 2012 FE XL VB LT TR Y v ~F4
Wy F R BRI S 18 8k o A 7 A (Tsurumai
Biologics Communication Registry:
TBCR) (ZBWTHES Lokiic Liud, i
SKDOIRIEIC X 0 THEAR /TR BIEI %S 1 LA T,
CRP i 1.0 LA T ) & 72 o T2 FBE 132K D 20%
FEICRE T, 2 ORFITEGNRRIEIT
@é&ﬁ%z%hf%QS@@%% DIFRAT
. CEAREE - BARA A HEIT LTV D OREL
%T&;é A RATBRICRO b DX, i

kD> RATRMIZHL L T3 D BAfRIZ R L,

BIOKFF NG BWELZS T 7o —FTh
é 2013 FITEHERIETRFIE & L CHLEK
P8 S 79T RANKL #UR(T 7 A~ )%, i
B, IEHELZREIT 272 AE<E
(Receptor activator of nuclear factor.
RANKL) (Z#5E L. AE R R b OVE %
IWEIHIT D eV | BH LWEFZRD
AR T H D, Z O RANKL Hiik (5
J A7), TNF— o fAES, §TIL-6 25
BHUR 7R EDORIEVET A N A v ZFEH) &
L 7= 2EW g8 & F 7% Double-bio %
BICXY, ek RATBECIE= > har—b

DEEL NS TIERICRBWT S, B EHERE,

BWEMEI RSN D, L L—T,

T ) A= 72, K Ca IfE, FHEEEE, IE
ERKBRE T2 EOBEKZEIER b #@s
SINTEY, BEEOKRIELIBDO TEETH
%, Double-bio 2B & RFTIC 52 % 22T AR
MTHDH, T, HOOREERERBICHT D
Toll-like receptor (TLR) % /i L 7= H SRk %5 D
%E%VEEé%VCwéﬁ>fﬁ B DL, wE
BB Tse 7 rnrilzorv s
—CD44 O 28z >V THEAT L (Takahashi
et al. A&R 2010). TLR OF L &4+ 7T
e Il L 50Nz R (Hirabara,
Kojima et al BBRC 2013) Z &t L. TLR 2%
Mot~ b U 7 AL Z ORERT &
B2 L9 FHITE -7, Double-bio D1
T OfEAIZIL, TLR, %A A >, il
BHIAE, RAEMERIIE A & O 2RI T e —
FRRETH D,

2. WO HR

BT g HERETRRIE & L C, g R o
% - WEMEAGIC B % & 27 B RANKL % 1%
1 &3 2 A FR0RAl (B RANKL Huil, 7

Z—19,

CK—19 (Jtm)

J)ART) ERIEMEYA P A U EERE L
T W) ) & ODG?FH (Double-bio #EiE)IZE.
BEf U v ~F (RA) & 0FT 28 HERIEIRE
OYIVFLE 72D D B, ARFFE T, WHE
B IZ BT 5T J A~ 7 H RA BE %24
B GE L, BRI 2 FRIC o 5~
a2t b BEARRE OGRS, &
(LFEHIRREEIC L D S 7 a R E S, B
RANKL Hifk & 1tk 0 W8k & % 0f
L 7= Double-bio J&iEIZ L V1551 5 ERFE
FORR L e EREET S,

3. #rFED I

ARFZE Tl E MO - EELICE D
%2 X7 RANKL Z AR & 3 D772 AW
FHRF (TA~T) b, RIEMTA b
A VU ERERE LAY R Al & o OF R
1% (Double-bio #&iE) 23, B Y 7~F (RA)
BEOFBIOMEHIOMEICED X 2 2%
RebleoTdrzE, (1) BFar— b7 —
X2 DOEFRSATE (2) BEfiRPTZEBIT 5%
JEIZND B NFIZHONT, BIROEZER%
AT AT, ARG O Sl SR 2 0 0 HT 12
K VIALMNZT D,

(1) BEar— MFSE -
DOF A ) <~ TiEEE 2T 5 RA BHIERIERSE
T Xk LT — A UEEMRNT
@RA {5 D 7= 5 D AW S B 0 K 1 i
WZOWT b CTRET L7,

(2)
DyEEaORE#ERIC L 5. TLR OB B
HEREFE . RANKL 88100 B 5 o fi B
RA VB IEAM A A TLR-4 D RS A H Y R Th
% LPS 12 L 0 #ili%. RANKL ORI, /-7
a gl OEEICONT, ET e RO
BE. Fr-e T il 7 X —CDA4 1Tkt
T 5HHRE AW TRLED R A MR LT,
QETEANEL FAHERIC RA B O AR 2 45
HBL, WM RIEIREZ R T D L D
W2, INF 72 8DV A b A v, BEEAEc
N5 Wnt signal & < T sclerostin DFE
BLUZ DWW TR IR LTz,

R

(1) BEFE=A— 5
(Ddenosumab &= HE
79%@%&%%@12#Hi?@@%(%ﬁ
BW~—h—, BEE)., AT a4 FFHOE
2kt Uiz, B s, W E 70 %, RA
TEIRSHAM] 16 4. DAS28CRP2.7 T -7z, 44%
BT OBEED 8 o 72, RATAREERIK T 1 4
B denosumab OFHE-DHEE S T-, B
DYE, ﬁ’ﬁ%?_ﬁ—@ﬁﬂﬂﬁuﬁﬁﬁfﬁéé’bf:o
1 %D denosumab J&ESSMHEIZ B 4 5 K-
PRETT D & REE AL E B E O BIEE)
MHOREN IR I N (F1),
RA IZ%F9 % Bio OHFH OFH X denosumab D
TR E LY 5 2 T\ ieho T,



if:X?D/l’ F‘@ﬁ?ﬂﬂ@ﬁ b 5T
denosumab T &.f“@i%jmz’n MR I
(1),

F1: KEEEAAIDEXAARRIGH BEE =

TH-non-GO group TH-GO group

12m (n=37) 12m (n=3s) P value
Age (years old) 71 70 0.226
RA duration (year) 15.4 16.5 0.991
%Stage III&IV (%) 77.8 65.7 0.259
%Class 3&4 (%) 43.2 48.6 0.650
Height (cm) 150.7 149.4 0.364
Weight (kg) 47.2 43.0 0.024
Body mass index 20.7 19.3 0.028
GC use (%) 29.7 34.3 0.679
GC dose (mg/day) 1.2 11 0.859
Bio DMARDs use (%) 18.9 28.6 0.335
Just after BP (%) 354 22.9 0.252
Just after dTPTD (%) 18.9 14.3 0.598
Treatment naive (%) 35.1 45.7 0.360
DAS28-CRP 2.85 2.38 0.095
CRP (mg/dl) 0.89 0.56 0.033
mHAQ 0.844 0.948 0.466
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