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Rab

Discovery of anti-allergic drugs regulating a novel target molecule, Rab,
identified by affinity technology.
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SH-2251 is a small molecule compound that potently inhibits IL-5 production
from Th2 cells and is effective in vivo, but the mechanism was unknown. Specific binding proteins
RablA, 1B, 5C, 8, 11B, 35, 10 and 12 were identified using the proprietary affinity resin
AquaFirmus, and specificity and affinity (0.28-1.3 nM) were confirmed by Western blotting or
biacore. Using overexpressing or knouckdown techniques of Rabs in cells, changes of IL-5 production
and the effects of the compounds on IL-5 production were investigated, but no clear conclusions
could be drawn. During synthetic development of more effective compounds, it is considered that the
linker addition part used in the target search was also important, thus, a new target is currently
being found.
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10 mM HEPES pH=7.4 mouseRab1B ka= 1.35e6 *6.74e3 (SE: 0.5%)
150 mM NaCl MW 23.6 kDa Kd=1.70e-3 +2.35e-5  (SE: 1.4%)
3 mM EDTA 2.220 mg/mL Rmax = 390RU
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%1 Rab 5C,8A, 1B, 1A 7 2 7HE/ERAIERER

KD Ka Kd Rmax
(nM)
Rab5C 7.7 2.41e5 =£1.33e3 1.86e-3 £2.62e-5 587RU
Rab8A 0.28 412e6 =£4.19e4 1.13e-3 £5.03e-5 525RU
Rab1B 1.3 1.35e6 *=6.74e3 1.70e-3 £2.35e-5 390RU
Rab1A 0.42 5.27e6 +1.66e5 2.20e-3 =8.03e-5 166RU
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