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Investigation on dysregulation of enteric environment-mucosal response crosstalk
and searching novel therapies in domestic breed-specific canine enteritis
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Dysregulation of mucosal immunity and intestinal environment in Inflammatory

colorectal polyp (ICRP) in Miniature Dachshund (MD) were investigated. Expression profiles and
functions of pattern recognition receptors (PRRs) were altered in ICRPs. Among these PRR, SNPs
observed in nucleotide-binding oligomerization domain (NOD)-like receptors NOD2 gene may play a role

in the pathogenesis of ICRPs in MDs. Furthermore, we elucidated the fecal dysbiosis in ICRP.
Additionally, we revealed that PCR for antigen receptor gene rearrangements (PARR) could be an
indicator of was small cell intestinal lymphoma and mucosal Foxp3-Treg number is decreased in canine

IBD but not in small cell intestinal lymphoma, suggesting Tregs contributes to the pathogenesis of
canine IBD and intestinal lymphoma.
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Fig. 3. Mean severity scores of ICRPs in 11 dogs at different angles of colorectal
mucosa. The plots indicate the averaged data of each dog derived from two images
and four observers. Each angle specified in the x-axis corresponds to that allocated
in Fig. 1c. The horizontal lines represent the median value of the angle.
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Fig. 4. Secretion of IL-1B protein from monocytes stimulated with
PAMPs for 24 hr in ICRP-affected (n=26) and control (n=16) MDs.
Samples below the limit of detection (5.9 pg/m/) have been assigned
a value of zero. The horizontal lines represent the median value of
that group. Asterisks indicate statistically significant differences
(P<0.05).
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Table 2
Association of six SNPs in NOD2 exon 3 with ICRPs in MDs.
SNP Associated Minor allele frequency P-value
allle Control MD  ICRP-affected
MD

A1532G G 0.140 0.016 0.0002

T1573C C 0.140 0.016 0.0002

C1688G G 0.140 0.016 0.0002

G1690A A 0.110 0.135 0.5144

G1880A A 0.140 0.016 0.0002

G1990A G 0.037 0.008 0.1151
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Fig. 1. Distributions of major bacterial groups at the phylum level. ICRP; inflammatory
colorectal polyp. The bars “Others” includes the minor phyla Deferribacteres,

Spirochaetes, Tenericutes, TM7, and Verrucomicrobia.
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Table 1

Detection rate of clonal rearrangements of antigen receptor genes by histopathological category.

Total number positive for
clonal rearrangements (%)

Histopathological diagnosis (n)

Chronic enteritis (96) 49 (51%)
Mild (14) 4(29%)
Moderate (20) 8 (40%)
Marked (62) 37 (60%)

Epitheliotropism [—] (21) 10 (48%)
Epitheliotropism [+] (41) 27 (66%)
GI< lymphoma (21) 16 (76%)
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