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# Figure 8. LX2931 produces a dose-dependent

reduction in lymphocyte counts in normal subjects

Co-Administration of the Oral S1P-Lyase Inhibitor LX2931 (LX3305) with Methotrexate was Well Tolerated Over 14 Days in Patients with Stable Rheumatoid Arthritis
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: + 1, MTX, or its metabolte 7-OH-MTX (Figure 11)
i : . Na changes were observed in the amount of MTX or 7-OH-MTX excreted in urine, indicating that multiple-dose administration of
- LX2931 did not have an effect on renal clearance.
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Median (min-max) 2615 (1.48-3.86) 2,031 (124-3.98) 2590 (1.24-3.98)

# Figure 11. Pharmacokinetic profe for LX2931+ NTX DDI Study

MTX Day 1 and Day 15 PK parameters
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LX2931 Day 2 and Day 15 PK parameters

Summary

Body System TX2931 Placebo Gverall

Preferred Term (n=12) = (n=15)

Subjects, (%) Subjects, (%) Subjects, (%)

Gastrointestinal Disorders 5@in 0(00) 5(33.3)
‘General Disorders and Site Administration Conditions 4(33.3) 0(0.0) 4(26.7)
Infections and Infestations. 3(25.0) 1(333) 4(26.7)
Nervous System Disorders 3(25.0) 1(333) 4(26.7)
Musculoskeletal and Connective Tissue Disorders 2(16.7) 1(333) 3(20.0)
Eye Disorders 1(83) 0(0.0) 1(67)
Metabolism and Nutrition Disorders 0(0.0) 1(333) 1(67)
Respiratory, Thoracic, and Mediastinal Disorders 2(16.7) 0(0.0) 2(13.3)
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In precinical studies, LX2931 demonstrated potent anti-nflammatory activity in rodent models of arthritis,
transplantation.
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# A Phase 2 study to determine the safety and efficacy of daily orally administered LX2931 in
subjects with active RA on stable MTX therapy is currently ongoing.
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