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Abstract: C57BL/6]J WT and mice deficient in MyD88 (MyD88 KO) were inoculated intravaginally
with 1 x 10* IFUs of live C. muridarum organisms. Half mice of each group were reinfected on day
54 after primary infection. Vaginal swabs were taken every 3 or 4 days to monitor live organism shed-
ding. On day 80 after the primary infection, mice were sacrificed, and the vaginal tract was isolated for
pathology. The spleen cells were collected and IL-4, IL-5, IL-17 and IFN-y were detected by ELISA in
the spleen cells culture supernatant after restimulated by MoPn EB. The titers of different Ab isotypes
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were measured in mice serum by Indirect Immunofluorescence Assay. The Chlamydia shedding time of

MyD88 KO mice was similar to WT. Not only the gross appearance of the isolated genital tracts, but

also the dilation and inflammation scores under microscope showed that the genital tract pathology

from the MyD88-deficient mice was much more severe than WT after primary infection. The results of
Th2 (IL-4 & IL-5), Thl (IFN-y) and Th17 (IL-17) cytokines from the in vitro restimulated splenocyte
culture supernatant showed that MyD88 deficient mice produced significantly lower levels of IFN-y and

IL-17 but much higher levels of IL-4 and IL-5 than WT mice either after the primary infection or rein-

fection with Chlamydia. There were no significant differences in Ab isotype levels between the two

tested groups. However, the ratio of MoPn specific serum 1gG2a/IgG1 in MyD88-deficient mice was

less than 1 and significantly lower than that in WT mice. MyD88 is dispensable for protective immunity

but required for inflammatory pathologies.
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Fig. 1 Effect of MyD88-deficiency on live organism shedding following chlamydial infection

Note: IFU+: The number of mice with detectable IFUs; Total: The number of mice infected with C. muridarum.
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Fig. 2 Effect of MyD88-deficiency on the development of inflammatory pathologies in the mouse urogenital tract
following chlamydial infection
Note: A: The gross appearance of urogenital tract tissues from wild type and MyD88 KO mice. The pathologies were recorded as hydrosal-
pinx & uterine horn dilatation observable with naked eye; B: The urogenial tract tissues were examined under microscope after H&E staining,
a and b show the normal uterine horns or fallopian tubes, ¢ and d show the pathologies which were recorded as extensive infiltration of
mononuclear cells and fallopian tubes or uterine horns luminal dilation; C: Inflammation and lumen dilatation of both uterine horns and fal-
lopian tubes were semiquantitatively scored under microscope and the scores were used to calculate the means and standard errors for each
group as shown along the Y-axis. The various tissue and mouse groups were indicated along the X-axis.
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Table 1 Incidence of gross pathologies
T8 K LI IRERAVI
T B /N B 1 UNER s Uterine dilation Hydrosalpinx
Infection Mice No. IEH ) XA EH# ) XA
Normal Unilateral Bilateral Normal Unilateral Bilateral

WU i e Wild type 9 3 0 6 4 5 0
Primary infection MyD88 KO 10 3 1 6 0" 5 5
TR L Wild type 9 3 1 5 2 3 4
Secondary infection MyD88 KO 10 7 1 2 3 1 6

Note: *: When the incidence of hydrosalpinx on either or both sides of the fallopian tissues was compared between wt and MyD88 KO mice
(Using Fisher’s Exact Test or Chi-square test), the KO mice had a statistically significantly higher probability of developing hydrosalpinx
follow C. muridium infection (P = 0.03).
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Fig.3 Effect of MyD88-deficiency on mouse serum antibody isotypes in response to chlamydial infection
Note: A: The data were expressed as mean standard error of the mean (SEM) of the titers (logl10 dilution) of all the sera in the same mouse
group; B: The ratio of MoPn-specific IgG2a/IgG1l. ** P < 0.01, compared with those in WT and MyD88 KO mice.
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Fig. 4 Effect of MyD88-deficiency on Antigen-driven cyto-
kine responses byspleen cells

Note: Splenocytes were harvested from WT (Black bar) and
MyD88-deficient (Open bar) mice and restimulated with chlamy-
dial organism antigens for 72 h. The culture supernatants were
measured for IFN-y, IL-17, IL-4 and IL-5 using ELISA.
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