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TRAFG signaling in dendritic cells plays protective role against infectious colitis by limiting
C. rodentium infeetion through the induction of Thl and Thl7 responses

(BHiEmRa e TRAFS & & ik Thl B L8 Thl7 B DFFE 449> LT C. rodentium R4 #0i)
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Authors generated intestinal epithelial cells (IECs)-specific TRAF6-deficient mice (TRAF6AIEC) and
dendritic cell {DC)-specific TRAFS-deficient (TRAFBADC) mice to assess the protective role of TRAFB
during the infectious colitis caused by C. rodentium infection.

WT and TRAFGAIEC mice maintained their body weight, while TRAF6ADC mice loat their body
weight. TRAFE ADC mice displayed a significant reduction in colon length compared to WT and
TRAF6 AIEC mice. In TRAF6 A DC but not WT and TRAFS AIEC mice, marked crypt damage,
immune cell infiltration into the lamina propria, and altered epithelial and mueosal structures were
ohserved. Before infection, the frequencies of DCs but not neutrophils and macrophages in TRAF6 A
D mice were significantly lower compared to WT mice. The frequencies of ncutrophils, macrophages,
and DCs were significantly enhanced by C. rodentium infection in TRAF6 ADC mice compared to WT
mice. Western blotting using BMDCs derived from TRAFG A DC mice showed TRAFS deficiency.
TRAFGADC mice showed reduction in the frequency of CD4+CD8a~DCs in the spleen. The frequencies
of Thl cells and Thl7 cells were significantly reduced in the colon of TRAF6ODC mice compared with|
those of WT mice. The upregulations of p40, [1.-12, T1-23, and TNF-« in response to C. rodentium
infection were significantly attenuated in TRAF@-deficient BMDCs compared to WT BMDCs. The
frequencies of Thl and Thl7 cells were reduced under the cocultured condition with TRAFG-deficient
BMDCs. Their study demonstrated that the pathology of infectious eclitis was exacerbated with higher
pathogen burdens during infection in TRAFSADC mice but not in TRARSATEC mice. Notably, the
frequencies of IFN-y producing Thl cells and IL-17A producing Th17 cells in the colonic lamina propris
were significantly reduced in TRAF6ADC mice compared to control WT mice. Moreover, BMDCs from
TRAFSADC mice failed to produce both TL-12 and IT-28 in response to C. rodentium stimulation and to
linduce Thl and Thl7 czlls in vitro. Thus, TRAI6 signaling in DCs, but not in IECs, protects against
colitis induced by C. rodentium infection by producing IL-12 and I1-28 that induce Thl and Thl7
[responses in the gut.
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1. You mentioned impaired Thl Thl7 differentiation capacity T6 deficient BM.
These immune cells transport to intestine? Is this evidence is proved?

2. Do you think TRAFG can applied to clinical situation in human?

3. The authors used conditional knock-out model of TRAFE, pleass explain the phenotype
of TRAF6 knockout or heterozygous knockout mouse,

4. Are there any disease or conditions caused by somatic/germlinc alteration in TRAFS

or MvDER gene?

5. In the CD1lc—Cre/TRAF6 floxed mice, the authors showed complete deletion of TRAFS
in the dendritic cells. However, Lhere was alsp a small decrease in TRAFG protein
level in B cells. Did the authors check whether there were “lsakages” of Cre
expression in other cell types or not?

6. What would happen if the authors continue observation of TRAFGADC mice beyond 14 d
ays? How nocrmal mice cradicate C. rodentium infection?

7. Previous reports showed the impairment of Thl and Thl7 was related with
Citrobacter colitis (Ref 25 and 26). Could vou please explain what kinds of
experiments were conducted in these reports?

8. You showed that the colon lengih bscame short by Citrohacter infection in TRAFBDC

knock~down mice. Was the decrease of colon length correlated with pathological scoring?

9. Without the infection of Citrobacter, the number of dendritic cells in colon was si

gnificantly lower in TRAF6DC knock-out mice than in WT mice. Could vou explain the rea

son?

10. Could vou explain why TRAFG6IEC knock-out mice did not have colitis, but MyD88BIEC

knock-out mice did?
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