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Development of novel treatment of rheumatoid arthritis by regulation of adiponectin

Ebina, Kosuke
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We established 300 RA patients clinical database including severity and extent of
joint destruction. We have previously reported that severity of RA evaluated by the extent of joint destru
ction is associated with serum adiponectin (APN)levels. In addition, APN and complement Clg forms complex
(APN-C1q) in human serum and associate with the risk of cardiovascular events of type2 diabetes. From our
results, serum APN-Clq levels of RA patients were significantly higher than that of age-and-BMI matched co
ntrols, and also showed stronger correlation with severity and extent of joint destruction compared to ser
um APN and Clq levels, respectively. Monitoring serum APN-Clq levels may be a novel predictive factor and
of RA joint destruction and its clinical application as treatment target is expected.
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RA APN Clg APN Clqg
RA
RA RA
Steinbrocker
Stage Steinbrocker
Class
P<0.001 APN
RA
APN Clq
RA
V.S. RA  P<0.001
RA APN
LDL-Chol TG
HDL-Chol
RA APN
APN  APN-Clg
RA
RrEE 2RABE BIERA EfERA P value
(n=89) (n=148) (n=103) (n=45) (mild v.s.
severe RA)
Age, years 68.8 7.4 657 =104 64.6 +11.2 684 =79 0.053
Body mass index, 219 +37 211 +29 21.0 £2.7 214 =34 0.488
kg/m?
Female (%) 94.4 84.5 78.6 97.8 0.003
Duration of 12.8 £9.3 8.8 7.0 19.9 £ 9.4 0.000
disease, years
Steinbrocker 3.2 +1.1 2:91£1 40+02 0.000
Stage
Steinbrocker 1.9 +08 16+06 2606 0.000
Class
REF titer 127.5 +£153.3 129.4 + 160.8 123.5 + 137.5 0.826
ACPA titer 132.7 = 140.9 146.3 + 150.1 99.9 +£103.6 0.091
CRP, mglliter 10+ 19 1.1 =222 0.7 = 1.0 0.122
ESR (1hr), mm 23.4 +£15.2 234 + 151 233 +15.8 0.985
MMP-3, ng/ml 126.4 +£1336 116.3 = 110.6 150.6 + 176.1 0.254
DAS28-CRP 27/ =25 1.2 26+ 12 2912 0.126
Prednisolone, 14 £18 1417 1.5*20 0.756
mg/day
MTX, mg/week 56 +4.0 6.0 = 4.1 47 £37 0.062
Biologics (%) 12.8 5.8 28.9 0.0001
APN, ug/ml 134 +£49 150%76 132 56 19.2 +9.9 0.0004
C1q, ug/ml 67.0 = 67.0 = 10.3 67.0 £9.3 66.7 = 12.3 0.892
11.0
APN-C1q complex, 859 + 102.2 + 30.4 97.4 + 283 113.4 + 324 0.006

units/ml 274



B Non-RA controls (n=89)
B Mild RA (n=103) |

W Severe RA (n=45) ’7‘

APN (ug/ml)

Clq (ug/ml) C1g-APN (units/ml)
Men +5E

APN ug/ml C1q, ug/ml ! C1g-APN, units/ml
Age, years 0.132 0.047 0.043
Body mass index, kg/m? -0.411** 0.130 -0.302**
Duration of disease, years 0.079 0.046 0.170
Steinbrocker Stage 0.118 -0.035 0.130
Steinbrocker Class 0.206* -0.082 0.139
RF titer -0.083 0.231* 0.130
ACPA titer -0.059 0.168 0.086
CRP, mg/liter -0.164 0.278* 0.207"
ESR (1hr), mm 0.040 0.154 0.257
MMP-3, ng/ml -0.026 0.031 0.027
DAS28-CRP -0.145 0.270* 0.175*
HDL-chol, mg/d| 0.374** -0.118 0.131
LDL-chol, mg/dl -0.395*** 0.159 -0.257**
TG, mg/dl -0.276** 0.018 -0.197
Prednisolone, ma/day -0.058 -0.082 0.025
MTX, mg/week -0.078 0.018 0.000
Biologics (%) 0.121 -0.110 0.066
APN, ug/ml - -0.201* 0.487
C1q, ugiml -0.201* = 0.194*
APN-C1g complex, unitsiml 0.487 0.194* -
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