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Fig. 1. (a) Mean grade of autoimmune lesions in

the salivary gland in fosfomycin (FOM)—treated
NFS sld mice (FOM-treated) compared with
model mice. FOM was administered from 4
weeks to 8 or 12 weeks of age. Grading of the in-
flammatory lesions was according to the
method of White'”. *p<0.05; Mann-Whitney
U test. (b) Detection of TUNEL® apoptotic epi-
thelial cells in the salivary gland sections from
FOM-treated and model mice. The percentage
of cells staining positively by TUNEL was
determined by using a 10—-X20-grid net mi-
crometer disk covering an objective with an
area of 0.16 mm®. Data were analyzed in 10
fields per section and are expressed as mean
percentage+SD in five mice examined per
group. *p<0.05; **p<0.005, Studen’s t-test.
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Fig. 2. Effect of fosfomycin (FOM) pretreat on
anti-Fas mAb-induced apoptosis of HSG,
HSY, and Jurkat cells. Cells were treated
with FOM (from 0.001 to 100 ug mL) for 12
hours before anti-Fas stimulation. Apoptotic
cells were detected with a flow cytometer by
using PI (propidium iodide) and annexin V-
FITC. Data are representative of 3-5 experi-
ments.
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(a) Effect of fosfomycin (FOM) on « —fodrin cleavage of HSY and

HSG cells stimulated with anti-Fas mAb. Protein immunoblot analysis
with mouse monoclonal Ab to @ —fodrin was performed in the treated

cells.

(b) Detection of caspase (ICE and CPP 32) in FOM-treated HSY

cells. Western blot analysis of ICE (p20 subunit) and CPP 32 in
apoptotic HSY cells stimulated with anti-Fas mAb. Cytosolic extracts
were prepared from HSY cells treated and not treated with FOM (0.01

ug/mL) for various times.
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Theraputic effect of fosfomycin in animal model of sjogren’s syndrome

Naozumu Ishimaru, Norio Haneji, Kumiko Yanagi
and Yoshio Hayashi

Department of Pathology, Tokushima University School of Dentistry,
3-18-15 Kuramoto—cho Tokushima 770-8504, Japan

Although fosfomycin (FOM) is known to be a unique antibiotic that has an immunosuppuressive
function, the effects of FOM on autoimmune diseases remain unclear. In this study, we report a novel role
of FOM in the tissue destruction of an organ—specific autoimmune disease in a murine model of Sjégren’s
syndrome (SS). When we administered FOM to a murine model of autoimmune exocrinopathy in SS from
4 weeks to 8 or 12 weeks of age, fewer autoimmune lesions were found in the salivary and lacrimal glands
of the mice at 12 weeks than in the control mice. In addition, a decreased proportion of TUNEL" apoptotic
epithelial duct cells was observed in the mice given FOM from 4 weeks to 8 weeks. We also found that
preincubation with low concentrations of FOM (0.001 ug mL-1.0 ug mL) inhibits anti-Fas-induced
apoptosis in human salivary gland cell lines (HSG and HSY). We detected an inhibitory effect of FOM on
proteolysis of ~—fodrin in HSG and HSY cells with Fas—mediated apoptosis. Furthermore, treatment with
FOM suppressed caspase activities (ICE and CPP-32) in salivary gland cells stimulated with anti-Fas
mAb. These results suggest that FOM has a theraputic effect on Sjégren’s syndrome by inhibiting apoptosis
in salivary gland cells.





