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Efficacy and Safety of E6011, an Anti-Fractalkine
Monoclonal Antibody, in Patients With Active Rheumatoid
Arthritis With Inadequate Response to Methotrexate:
Results of a Randomized, Double-Blind, Placebo-Controlled
Phase Il Study
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Correlate With Disease Activity in Rheumatoid Vasculitis © 2006, American College of Rheumatology
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CD14+,CD16+ Blood Monocytes and Joint Inflammation in
Rheumatoid Arthritis

Norikuni Kawanaka,! Masahiro Yamamura,' Tetsushi Aita,' Yoshitaka Morita,’
Akira Okamoto,' Masanori Kawashima,' Mitsuhiro Iwahashi,! Akiko Ueno,!
Yasukazu Ohmoto,”> and Hirofumi Makino®

Table 2. Changes in disease activity and CD14+,CD16+ blood monocyte frequencies after 3 months of drug therapy in
patients with RA of recent onset or an exacerbation of RA®

Responders (n = 5) Nonresponders (n = 5)

Clinical parameters Baseline 3 months Baseline 3 months
Tender joint count (0-68 joints) 94 * 4.8 4.4 = 1.57 92=x7.0 12.8 = 4.1
Swollen joint count (0-66 joints) 7.0 £33 4.4+ 3.2% 58+29 7.8 49
Morning stiffness, minutes 204 = 109 84 £ 687 156 = 131 180 = 284
ESR, mm/hour 73 + 43 45 + 19 57 + 20 85 = 20%
CRP level, mg/liter 94.0 = 110.2 17.4 = 28.6 33.2 = 26.3 58.0 £ 16.9
RF titer, units/ml 329 + 505 218 + 328 182 + 148 186 + 121
CD14+,CD16+ monocytes, % 13.7 = 3.1 8.9 = 2.0 11.3*+1.6 13.5 = 5.1

* Responders to therapy were those who had =20% improvement from baseline values in at least 4 of the 6 parameters

evaluated. Values are the mean *= SD. See Table 1 for definitions.
T P << 0.05 versus baseline.
t P < 0.01 versus baseline.
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Primary outcome
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characteristics

Age, years
Sex, no. (%)
Male
Female
Weight, kg
RA duration,
Prior biologic
MTX dose, m
Oral glucocor
Yes, no. (%)
Dose, mg/dz
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Primary outcome _
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secondary outcome _

B ACR Response Rate at Week 24 (NRI)
100 -
E? * P< 0025 OPlacebo (N=54)
g | O100-mg (N=28)
3 8200-mg (N=54)
= 57.4
g ] >3 ® 400/200-mg (N=54)
= R,
=]
E = 259 27.8
E 20 - 16.7 17.9 y 143 |4y 130
© o — [z
ACRS0 ACRTO




secondary outcome
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Biomarker
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Biomarker
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Biomarker E CRP (LOCF)
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sa{e"'v E6011 E6011 E6011
Placebo group  100-mg group  200-mg group  400/200-mg group  E6011 total
(n=54) (n=28) (n=754) (n = 54) (n=136)
All AEs 34 (63.0) 19(67.9) 38 (70.4) 43 (79.6) 100(73.5)
Treatment-related AEs 12 (22.2) 13 (46.4) 18(33.3) 23 (42.6) 54 (39.7)
AF maximiim orarea
== 7(13.0) 4(14.3) 10(18.5) 9(16.7) 23(16.9)
fé—é‘a AES i}zﬁi'fzz?— Iid)i jJD j: fd‘ L 25 (46.3) 13 (46.4) 25(46.3) 32 (59.3) 70(51.5)
Grade 3 2(3.7) 1(3.6) 3(5.6) 0 4(2.9)
Grade 4 0 1(3.6) 0 2(3.7) 3(2.2)
Grade 5 0 0 0 0 0
Serious AEs 2(3.7) 1(3.6) 2(3.7) 3(5.6) 6(4.4)
FETH 7 L Death 0 0 0 0 0
AEs leading to withdrawal 2(3.7) 1(3.6) 0 2(3.7) 3(2.2)
AEs that occurred in 25% of patients
inany group
Nasopharyngitis 16 (29.6) (25.0) 10(18.5) 18(33.3) 35(25.7)
URI 2(3.7) 2(7.1) A4(7.4) 2(37) 8(5.9)
Y — A—A—EZ N Stomatitis 1(1.9) 0 2(3.7) 5(9.3) 7(5.7)
Bronchitis 1(1.9) 2(7.1) 1(1.9) 3(5.6) 6 (4.4)
. Back pain 1(1.9) 1(3.6) 3(5.6) 2(3.7) 6 (4.4)
Hg% Pharyngitis 2(3.7) 0 3(5.6) 2(3.7) 5(3.7)
Dental caries 0 0 0 3(5.6) 3(2.2)
Headache 3 (5.6) 0 0 1(1.9) 1(0.7)
Laboratory data
Hemoglobin, gm/liter -20+£97 -1.6+7.2 05+103 -33+104 -1.4+99
Lymphocytes, 10%/liter -0.05 £ 0.67 0.08+0.38 -0.01£0.34 -0.06 +0.57 -0.01 £ 0.45
Neutrophils, 10%/liter -0.09+2.02 -0.40+1.42 -0.34+1.49 -0.39+222 -0.37+£1.79
ALT, units/liter 0.6+12.0 39+265 34+£128 0.3+14.7 23+169
Creatinine, umoles/liter 0757 1961 0.7+£52 20+£213 1.4 +£14.0
HDL cholesterol, mmoles/liter -0.04+£0.28 0.05+0.28 0.02+0.24 0.05+0.28 0.04+0.26
LDL cholesteral, mmoles/liter 0.01+0.44 ~-0.05+0.40 -0.03 £0.55 0.03+044 ~-0.01+£048
Creatine kinase. |U/liter 54+253 72+264 21+348 18.4+740 9.6 £53.1
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