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Pharmacokinetics of T-614 after Single Oral Administration
in Healthy Korean Volunteers
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Background: Iguratimod is a new type of disease modifying anti-rheumatic drug, which reduced the
production of inflammatory cytokines. The purpose of this study was to evaluate pharmacokinetic
characteristics and safety profiles of iguratimod after a single oral administration in healthy Korean
volunteers.

Methods: A randomized, double-blind, placebo-controlled, parallel group, single oral dose study was
conducted in 24 healthy male volunteers. Three groups of eight subjects each received 25 mg, 50 mg, or
100 mg dosage, respectively. Two subjects in each dose group were administered matching placebo.
Plasma concentrations of iguratimod were measured till 72 hours after drug administration. Tolerability
was evaluated by monitoring adverse events, clinical laboratory tests, and 12-lead electrocardiograms.
Results: The mean area under the concentration-time curve from 0 to 72 hours (AUC.y) were 11.9, 252,
and 51.8 mg X h/L and the maximum plasma concentration (Cy.x) were 1.15, 2.33, and 4.78 mg/L in 25,
50 and 100 mg dose groups, respectively. All doses of iguratimod were well tolerated without serious
adverse events or clinically meaningful changes.

Conclusion: C..x and AUC,y values of iguratimod proportionally increased with incremental dose.
Iguratimod was generally safe and well tolerated.
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Table 1. Demographic characteristics of the 24 healthy volunteers
Placebo lguratimod 25 mg Iguratimod 50 mg Iguratimod 100 mg Total Pvalue*
(N= 06) (N = 06) N = 6) (N = 6) (N=24)
Age (years) 255 + 34 250 + 31 230 = 06 233 £ 12 242 + 25 0.189
Weight (kg) 743 = 80 670 = 83 672 * 6.1 65.7 £ 85 686 = 80 0.454
Height (cm) 1772 + 44 1748 + 34 1757 + 4.1 1740 + 40 1754 + 39 0.685
BMI (kg/m2) 236 + 15 219 + 21 218 + 18 217 £ 25 225 25 0.344
All values are presented as mean = SD, *Kruskal-Wallis test.
101 —e— 25 mg (N=6)
—O— 50 mg (N=6) 5 —8— 25 mg (N=6)
—v— 100 mg (N=6) —O— 50 mg (N=6)
=) = —¥— 100 mg (N=6)
w1 o 4 A
g g
§ 0.1 4 §
£ £
2 0011 R
%) "
0 —
0 2 24w 4 s 7 0 2 2 w® 4 e 7
Time (h) Time (h)

Figure 1. Mean plasma concentration-time profiles after oral administration of Iguratimod 25, 50
and 100 mg in healthy Korean subjects. Left panel, semi-log scale; right panel linear scale. Bars

represent standard deviations.
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Table 2. Pharmacokinetic parameters of Iguratimod 25 mg, 50 mg and 100 mg

|guratimod 25 mg

lguratimod 50 mg

|guratimod 100 mg

Dose N = 6) N = 6) N = 6) Prvalue
T (N)* 405 300 - 406] 350 [200 - 6001 450 [300 - 500] 0.709
Conax (Mg/L) 12 + 02 (200 23 + 03 (11.1) 48 + 10 (207)
Cua/DoSse (Mg/L/mg) 005 001 (2000 005 + 001 (111) 005 + 001 (207) 0.751
AUCiast (Mg X h/L) 18 £ 26 (22.1) 252 + 48 (19.1) 518 + 103 (19.9)
AUCx/Dose (Mg X h/L/mg) 047 £ 010 (221) 050 £ 010 (191) 052 + 010 (199) 0581
AUCy: (Mg X h/L) 119 + 26 (222) 253 + 48 (19.1) 520 + 104 (20.0)
AUC/Dose MgXhL/mg) 048 + 011 (2220 051 + 010 (19.1) 052+ 010 (200) 0581
Tie (h) 98 + 14 (144) 103 + 29 (286) ﬂe 08 (7.1) 0.054
CL/F (L/hy™ 22 + 04 (200) 20 + 04 (203) £ 03 (157) 0581
VA/F (L) 306 * 72 (236) 299 + 102 (34.1) 330 + 56 (168) 0.198
AUCsioasa® 049 (022 - 097) 043 019 - 074 047 (034 - 079] 0834

*Trmax and AUCweqa are presented as median [minimum

- maximum], and other values are presented as mean *

SD (Coefficient of variation, %). *Kruskal-Wallis test. **CL/F was calculated by Dose/AUCi.
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Ln (Dose) (mg)
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Ln (AUC) (mg=h/L)
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Figure 2. Relationship between pharmacokinetic parameters and dose following single oral
Iguratimod doses of 25, 50 and 100 mg. Left panel, log-transformed Cpa—dose relationship and
right panel, log-transformed AUCs—dose relationship of Iguratimod.
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Figure 3.Comparison of dose-normalized Cnax and AUC.g after single oral administration of
lguratimod 25, 50 and 100 mg. The box edges show lower (25 th) and upper (75 th) quartiles
and the line in the middle indicates the median value. Left panel, dose-normalized Cpax and right

panel, dose-normalized AUCst.
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