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The therapeutic effect of anti-Kim-1 antibody in lupus nephritis
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The T-cell immunoglobulin mucin 1 (Tim-1), (Kim-1), modulates CD4+ T-cell response
s and is also expressed by damaged proximal tubules. This study investigated the effects of an inhibitory
anti-Tim-1 antibody (RMT1-10) in lupus-prone MRL-Faslpr mice. The mice were treated with RMT1-10 from 3 mo
of age for 16 wk. RMT1-10 treatment significantly improved survival, limited the development of lymphaden
opathy and skin lesions, preserved renal function and decreased proteinuria, reduced serum anti-DNA antibo
dy levels, and attenuated renal leukocyte accumulation. Th1/Thl7 cellular responses were reduced, but regu
latory T/B cells were increased. RMT1-10 treatment also reduced glomerular immuno?IobuIin and C3 depositio
n and suppressed cellular proliferation and apoptosis. Urinary excretion and renal expression of Kim-1 was
reduced, reflecting diminished interstitial injury. As RMT1-10 attenuated manipulating immune system Tim-
1 may represent a therapeutic strategy in autoimmune diseases.
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@ LERISHNAIZM 0, normal (35-40 cells
perglomerular cross section [c/ges]); 1,
few lesions with mild hypercellularity
(41-50c/gcs) ; 2, moderate
hypercellularity (51-60c/gcs), segmental
and/or diffuse proliferative changes,
hyalinosis and moderate exudates; and 3,
severe hypercellularity (>60c/ges) with
sclerosis and/or severe necrosis,
crescent formation, and heavy exudates.
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Tubular pathology was evaluated by
counting cortical tubules with dilation,
atrophy, or necrosis: O=normal; 1=<10%;
2=10-25%; 3=26-75%; 4=>75%.
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Perivascular infiltrates were evaluated
by numbers of cell layers surrounding 10
randomly chosen inter—- and intralobular
arteries (0, none; 1, <5 layers around <50%
of vessel; 2, 5-10 layers around >50% of
vessel; 3, >10 layers around >50% of
vessel).
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(0, none; 1, <3 cell layers surrounding <50% of
vessel; 2, 3-6 layers around >50% of vessel; 3, >6
layers).
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