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Streptomyces spp. (NITRIC OXIDE PRODUCTION SUPPRESSANTS IN

INFLAMMATION FROM Streptomyces spp.)
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1 Nonsteroidal Antiinflammatory Drugs
(NSAIDs)
Streptomyces Spp.
Streptomyces spp. D230704 0245704
178
Streptomyces Spp. 2
16S rDNA Streptomyces sp. D230704 Streptomyces sp. 0245704
Streptomyces lanatus Streptomyces yokosukcmensis  99% 100%
Streptomyces sp. 0245704 dihydroeponemycin
dihydroeponemycin
iNOS IL-6
TLR4 dihydroeponemycin NF-KB
MAPK
e v o
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Acute inflammation is the simple bodily function of immune responses to protect
tissue damages by stimuli. Acute inflammation can progress to chronic inflammation when it
is properly controlled. Chronic inflammation is a major cause of autoimmune diseases. Nitric
oxide is an important mediator in inflammation, and its production is modified by an enzyme
nitric oxide synthase (NOS). Treatment of chronic inflammatory condition using
Nonsteroidal Antiinflammatory Drugs (NSAIDs) may result in undesirable side effects such
as gastrointestinal bleeding and renal toxicity, novel anti-inflammatory drugs are in need. In
this  dy, | aimed to identify metabolite(s) with anti-inflammatory activity from Streptomyces
spp. isolated from soil samples collected in Nan province. In previous  dy, more than 178
isolates were screened and was found that metabolites of Streptomyces spp. D230704 and
0245704 showed strong anti-inflammatory activity with little effect on viability of
macrophages. ldentification of these strains by 16S rDNA sequence analysis indicated that
Streptomyces spp. D230704 and 0245704 are closely related to that of Streptomyces lanatus
with 99% similarity and to that of Streptomyces yokosukanensis with 100% similarity.
Purification of metabolite from Streptomyces sp. 0245704 was conducted using chemical
methods and it was identified as dihydroeponemycin. Dihydroeponemycin suppressed nitric
oxide production and decreased mRNA expression and protein expression of INOS gene in
macrophage cell line RAW 264.7 and activated by LPS and IFN-y .Dihydroeponemycin
treatment decreased mMRNA expression of IL-6 in macrophages. In addition, TLR4 signaling
was affected by dihydroeponemycin such as NF-kB and SAPK7JNK in MAPK signaling.
These results indicated that dihydroeponemycin has anti-inflammatory activity, which would
be developed to be anovel anti-inflammatory drug.
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