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2 D3 D7 DI0O DI4 D17 D21 D24 D28 D31 D35 D52 D56 D39 D63

IFU+| 20 20 20 20 16 6 4 2 0 0 10 4 1 0
Wild type

Total | 20 20 20 20 20 20 20 | 20 | 20 20 10 10 10 10

IFU+|( 19 19 19 19 19 6 4 3 2 0 9 3 1 0
LIGHT KO

Total | 19 19 19 19 19 19 19 19 19 0 9 9 9 9
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Figure 1. Effect of LIGHT deficiency on live organism shedding following chlamydial infection. IFU + :

with detectable IFUs. Total: The number of mice infected with C.
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798 BN o DA HR WL 5%, O 2 /s Bl b B 00 X
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muridarum.
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x1. ARVAIMEMFERRKRER

Table 1. Incidence of gross pathologies of uterine horn and fallopian tube

Uterine horn dilatation Hydrosalpinx
Primer Group Mouse No.
Normal Unilateral Bilateral Normal Unilateral Bilateral
1 wt 10 4 3 3 5 4 1
LIGHT KO 10 6 3 1 5 3 2
2 wt 10 2 4 4 4 3 3
LIGHT KO 9 5 0 4 3 2 4

Number of mice showing pathology on single or both sides of the reproductive tissues were recorded and tabulated. There was no significant difference

between LIGHT KO and wt mice (P >0.05, two-ailed Fisher’ s exact test) .
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Figure 2. Effect of LIGHT-deficiency on the development of inflammatory pathologies in the mouse urogenital tract following chlamydial
infection. (A) The gross appearance of urogenital tract tissues. a and b show the normal and abnormal urogenital tract tissues. The
pathologies were recorded as hydrosalpinx & uterine horn dilatation observable with naked eye. (B) The urogenial tract tissues were examined
under microscope after H&E staining. a and | ow 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.
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Figure 3. Comparation of inflammation and dilation of mice uterine horn and fallopian tube following chlamydial infection.

Inflammation and lumen dilatation of both uterine horns and fallopian 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.

2.3 LIGHT R % 3 4% J& 4 B 3 J5 5 5 14 47 4 #n 22
YRR E F = E WG

2.3.1 LIGHT $tK 3t MoPn 45 B MK F=E 8 &
M :LIGHT KO A1 wt /v B 75 Ji & il 4k 2 J& 4t MoPn
Ji o 3837 A O TR R S BT MoPn TgG T4k Bt 44
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5) o [AJERF S P9 AR /0 BB VbR B i b v v 34 A A 3

IL4 F1 ILS5,
3 g
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o T A SR A R IR AR

Sz ¢ B R, LIGHT KO /) B 55 2 4 i 1
A J5AA 5 B A A2 MoPn BT 8011 b AR 5 3 s 2 45
Bi¥sy 5 we /N UGB X, 1 B LIGHT 78 1 4<C R
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fil, &L LIGHT KO 1 wt /)5 i34 B8 5 2042 i 45 1% 4>



WRTN BN 45 0 LIGHT 1% 5 18 2% 78 BRAC SR A4 A2 BRIk e oh 0 4 . /3 A 1 %2 4R (2015) 55 (4) 497
Gy T | wt
O LIGHT KO

og 10)

(1

Titers of anti-C.muridarum Antisera
0

Litll

(B) L

Ratios anti-C.muridarum antibody
1gG2a VS.1gGl
=
T

G  IgGl IgG2a I12G2b 1gG3

lgG IgGl  IgG2a  1gG2b  1gG3

O LIGHT KO

Primary infection

Secondary infection

E 4. LIGHT REMRERBREBERIEFLERF N

Figure 4. Effect of LIGHT deficiency on mouse antibody responses after chlamydial infection. A. The titers of Chlamydia-specific total IgG Abs and

IgG in different isotypes (including gl, g2a, ¢2b, and ¢3) . The Ab titers were expressed as loglO dilution. B. The ratio of I[gG2a versus IgG1 was

calculated for each mouse group. Note that the LIGHT KO mice almost produced same levels of IgG2a and IgG1.
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Figure 5. Effect of LIGHT deficiency on cytokine production in splenocytes after in vitro restimulated with chlamydial organisms. Splenocytes

were harvested from wt and LIGHT KO mice on day 80 after intravaginal infection with C. muridarum. The splenocytes were restimulated with

UV-inactivated chlamydial organism Ags for 72 h. The culture supernatants were measured for IFN—y (A) , IL-47 (B) using ELISA. IL4 and

IL-5 could not be detected.
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Role of LIGHT signal pathway in Chlamydia muridarum
urogenital infection in mice
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Abstract: [Objective] To study the role of lymphotoxindike inducible protein that competes with glycoprotein D for
herpesvirus entry on T cells (LIGHT) in the development of protective immunity and pathology during Chlamydia
Muridarum urogenital infection in mice. [Methods] C57BL/6J wild type (wt) and mice deficient in LIGHT (LIGHT
KO) were inoculated intravaginally with 1 x 10* IFUs of live C. muridarum organisms. Half mice of each group were
reinfected on day 49 after primary infection. We took mice vaginal swabs every 3 or 4 days to monitor live organism
shedding. On day 80 after the primary infection, mice were sacrificed, the vaginal tract was isolated for pathology
analysis. The spleen cells were collected and IL4, IL-5, IL-47 and IFN-y were detected by ELISA in the spleen cells
culture supernatant after restimulated by UV-MoPn EB. The titers of different Ab isotypes were measured in mice serum by
Indirect Immunofluorescence Assay. [Results] The chlamydia shedding time of LIGHT KO mice was similar to wild type
mice, which cleared the organisms within 28 days after primary infection, and acquired protective immunity against C.
muridarum reinfection. All mice regardless of genotypes developed severe upper genital tract pathology and showed no
significant difference between LIGHT KO and wild type mice. All mice developed robust anti-C. muridarum organism IgG
antibody responses and the ratios of IgG2a versus IgG1 showed no significant difference between LIGHT KO and wild type
mice. Splenocytes from MoPn-infected LIGHT KO and wild type mice produced high levels of IFN—y and IL47, but IL-4
and IL-5 couldn’ t be detected. [Conclusions] LIGHT signal pathway may not correlated with protection against C.
muridarum urogenital tract infection and urogenital tract pathology induced by C. muridarum.

Keywords: Chlamydia muridarum (MoPn) , lymphotoxindike inducible protein that competes with glycoprotein D for

herpesvirus entry on T cells (LIGHT) , urogenital tract infection, pathology
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